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The WPA has recently finalized with the World Health 
Organization (WHO) a Work Plan for the triennium 2009-
2011, covering five items: a) the revision of the chapter on 
mental and behavioural disorders of the ICD-10; b) collabo-
ration in the Mental Health Gap Action Programme (mh-
GAP); c) partnership on mental health care in emergencies; 
d) collaboration in the area of substance abuse; e) partner-
ship on involvement of users and carers. I will focus here on 
the first three of these items.

WHO-WPA collaboration
in the revision of the ICD-10

The process of revision of the ICD-10 is ongoing, and 
WPA Member Societies and Scientific Sections are going to 
be formally involved in this process. 

One of the aspects of this involvement will be the par-
ticipation of WPA Member Societies in one or more surveys 
and field trials aiming to provide a cross-cultural perspective 
on the following issues: a) what is a mental disorder; mental 
disorders vs. homeostatic responses to adverse life events 
(e.g., how to differentiate between normal grief, complicated 
grief and major depression, or between normal vs. patho-
logical responses to trauma); b) the stigmatizing potential of 
psychiatric nomenclature (several terms we use in interna-
tional classifications sound odd or even offensive in some 
languages, and we have only partial information on this mat-
ter at the moment); c) the utility of national vs. internation-
al classifications, and the need for national adaptations of 
diagnostic systems (several countries and regions still have 
their own classifications or use adaptations of international 
classifications: what are the main reasons why these nation-
al classifications or adaptations may be needed?); d) the use 
of current diagnostic systems; the main barriers to their use 
(we have only partial information about the use of the ICD-
10 in the various contexts in the different countries, and 
about the main reasons why the system is not adopted); e) 
the relevance of specific ICD-10 categories or criteria to 
various cultures (e.g., of the category of post-traumatic stress 
disorder, or of current criteria for the identification of the 
various degrees of severity of a depressive episode); f) the 
relevance and applicability of proposed new diagnostic ap-
proaches, categories or criteria in various cultural contexts 
(e.g., of prototypes, dimensions or rating scales incorporated 
in the system; or of the inclusion of a cognitive impairment 
criterion in the diagnosis of schizophrenia); g) the concep-
tual equivalence of syndromes and symptoms across cul-
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tures (e.g., is the meaning of the term “depression” the same 
across cultures?); h) the assessment of “severity”, “impair-
ment” and “distress” (how this assessment should be made 
and what should be its place in the diagnostic system); i) the 
applicability of diagnostic categories or criteria by non-psy-
chiatrists in specific settings (especially in low-income coun-
tries); j) gender and age issues (what modifications are need-
ed in the system in order to make it more sensitive to gender 
and age differences in the various cultures?) (1-11).

WHO-WPA collaboration in the mhGAP

The WPA is committed to provide assistance to the WHO 
in the preparation of the mhGAP intervention packages and 
to support the WHO in the country implementation of the 
programme. 

Along the first line, we have conducted a survey on the 
availability and feasibility of evidence-based interventions 
for priority mental disorders in the various countries and re-
gions of the world, with the participation of WPA Zonal Rep-
resentatives and Member Societies. The results of this survey 
will be used for a paper to be published in the Lancet. 

Along the second line, we have started an effort to 
strengthen human resources in some countries in which the 
resource gap is large, but the WPA Member Society is active 
and there is an interest of the government to collaborate. 
The first country in which this effort is ongoing is Nigeria. 
WPA ongoing activities in this country include: a) a train-
the-trainers programme focusing on the integration of men-
tal health into primary care and targeting nurses and clinical 
officers working in community health centers (a first work-
shop, targeting the six south-western and the two Yoruba-
speaking north-central states of Nigeria, took place in Iba-
dan last January, and is being followed now by a phase of 
supervision of the participants, in collaboration with the 
government); b) a programme of continuing education of 
psychiatrists (a CME event on improving psychosocial func-
tioning in people with severe mental illness, led by T. Burns, 
will take place next October); c) a programme aimed to fos-
ter leadership and professional skills in young psychiatrists 
(the WPA will co-sponsor a workshop in Abuja, led by N. 
Sartorius); d) a plan to reinforce partnership with health 
authorities in the country (we are organizing with the AFRO 
office of the WHO an event with the participation of the 
Minister of Health and other relevant health authorities); e) 
an effort to better understand and address the issue of psy-
chiatric brain drain (12-14).
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WHO-WPA partnership on mental
health care in emergencies

The WHO-WPA partnership on mental health care in 
emergencies includes two components. 

The first is represented by train-the-trainers activities on 
prevention and management of mental health consequences 
of disasters and conflicts. A WPA-WHO workshop took 
place at the WHO headquarters in Geneva in July, with 20 
participants selected from 124 applicants. This will be fol-
lowed by a workshop in Dhaka, Bangladesh in January 
2010. Our aim is to create a group of well-trained, highly 
qualified psychiatrists who will become themselves trainers 
for other psychiatrists in their regions, and will represent a 
resource for the WPA, the WHO and other relevant United 
Nations agencies when a new major emergency occurs.

The second component of the partnership is the coordina-
tion of intervention of psychiatrists when a major emergency 
occurs in a country or region in which external help is needed. 
We already implemented this coordination recently on the 
occasion of the Gaza emergency. The collaboration has two 
elements, a short-term and a medium-term one. The short-
term element is the recruitment of psychiatrists who are able 
to speak the local language, are well trained and are willing to 
serve in the area of the emergency. The medium-term element 
consists in a partnership with relevant governments and 
Member Societies aimed to strengthen the national/regional 
mental health system. In fact, one of the lessons we have 
learnt from the experience of the past is that disasters are in-
deed very unfortunate events, but they also represent an op-
portunity for strengthening local mental health services, be-
cause they mobilize resources and call the attention of policy 
makers on mental health issues.

Conclusion

These are some of the activities that the WPA is imple-
menting in collaboration with the WHO, having in mind 

two objectives: to help as much as possible some countries 
in need, and to enhance the image and increase the political 
influence of our discipline and profession in the interna-
tional health arena.

A continuing update on the WPA-WHO collaboration 
can be found on the WPA website (www.wpanet.org).
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SPECIAL ARTICLE

Culture, cultural factors and psychiatric diagnosis:
review and projections

Diagnosis is probably the dominant topic of discussion and 
debate in the psychiatric field today. The announcement of the 
publication of new editions of the two best known classifica-
tions, the DSM-V and the ICD-11, for 2012 and 2014 respec-
tively, has generated a predictable, at times heated exchange of 
opinions, suggestions, criticisms, and research initiatives. A 
variety of activities (conferences, meetings, symposia) across 
the world, and joint declarations of harmonious work at the 
international level, have kept a momentum that, most likely, 
will not cease until long after the actual publications. 

It is expected that the new nomenclatures will incorpo-
rate significant changes in structure, diagnostic modalities, 
clinical evaluation approaches, definition and scope of dis-
orders, and measurements of severity and level of function-
ing. Contributions from neurosciences and social sciences, 
clinical and epidemiological research, and a public health 
perspective will hopefully be included at realistic levels. Last 
but not least, national government agencies, insurance com-
panies, the pharmaceutical industry, and worldwide medical 
and professional organizations as well as the public at large 
are keeping a close eye on the whole process (1-3).

The cultural perspective on psychiatric diagnosis has ex-
perienced uneven levels of reception and actual implemen-
tation (4), in spite of uniform pronouncements from the 
leading bodies of organized psychiatry and mental health 
across the world, professing respect and due consideration 
of cultural factors in the elaboration of previous, current, 
and future nomenclatures. 

Assuming the sincerity of such statements, this article will 
attempt an objective examination of why, what, how and 
when should culture be an integral part of diagnosis in psy-
chiatry. After a brief review of general basic concepts of di-
agnosis, the paper will focus on history, evolution and cur-
rent status of the two main classification systems in today’s 
psychiatry. An examination of basic concepts of culture and 
cultural factors in psychiatric diagnosis will, then, be fol-
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This paper aims to provide conceptual justifications for the inclusion of culture and cultural factors in psychiatric diagnosis, and logistic 
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lowed by specific recommendations regarding a reasonable 
integration of cultural issues into the diagnostic enterprise.

Diagnosis in psychiatry: a brief review

Understood as the processing of complex information re-
garding symptoms, behaviors, emotional correlates and 
eventual neurobiological substrates by means of history-tak-
ing and actual observation of psychopathological events, 
psychiatric diagnosis aims at reaching a comprehensive per-
spective of the patient’s experience, so that the most appro-
priate treatment can be offered, and result in clinical im-
provement, more efficient personal functioning, and a more 
comfortable quality of life for the patient and his/her family. 

Modern perspectives make diagnosis, in addition to all of 
the above, an essential component of epidemiological sur-
veys, an important item in the elucidation of risk and protec-
tive factors for the clinical entity under study, a tool in the 
ascertainment of roles of families and communities, and the 
basis for policy-making and delivery of services to individu-
als and the general population (5). One could safely assume 
that the modern view of diagnosis would actively incorpo-
rate cultural elements in the structure, conduction and de-
sired outcomes of the diagnostic process (6,7). 

With all its imperfections and deficiencies, diagnosis is an 
essential step in the psychiatric encounter, perhaps more 
relevant than in any other field of medicine. It is mostly 
based on pure clinical components, i.e. the anamnestic dia-
logue between patient and psychiatrist, assessment of deep-
ly subjective emotional states, and exploration of interper-
sonal issues and experiences (8). Diagnosis in psychiatry 
does not have the option of laboratory tests or the categori-
cal (pathognomonic) ascription of symptoms or “biomark-
ers” utilized in medical or surgical specialties. It responds 
rather well to the characterization of a “work in progress”. 
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DSM and ICD: history and evolution

The first edition of DSM was published in 1952. It was 
primarily a listing of clinical entities with a strong ideological 
twist, an almost paradoxical mix of psychoanalytic terminol-
ogy and Mayerian “psychobiological” conceptualizations. 
Adolf Mayer, a Switzerland-born pathologist who came and 
work first in Chicago, had elaborated a pioneering integra-
tive effort at defining mental illness. His influence in Ameri-
can psychiatry, as the first chair of the psychiatric department 
at Johns Hopkins Hospital in Baltimore between 1912 and 
1960, was powerful, both as a symbol of the openness of a 
still young nation to the contributions from an immigrant 
scientist, and the permeability of American medicine and 
psychiatry to innovative ideas (9). Mayer considered mental 
illnesses as “reactions” to a variety of psychobiological fac-
tors and, like Freud did with the “unconscious” phenomena, 
conferred them a categorical, irrefutable etiological nature. 

This approach persisted in the second edition of DSM 
(1968), regardless of the elimination of the term “reaction”. 
The acceptance of an assumed or pre-established etiology, 
not even the consideration of a mediating pathogenic chain 
in response to still unknown etiological factors, presided the 
theoretical background of these classifications. 

DSM-III came to light in 1980. Many within and outside 
psychiatry consider it a “revolution” in the nosology of mental 
disorders. It was, indeed, a drastic change in the approach to 
diagnosis, breaking away from psychoanalytic jargon and 
weak “psychobiological” concepts, adopting a phenomeno-
logical/descriptive/categorical approach (Jaspersian and 
Kraepelinian for the most part), seeking and using document-
ed research findings, enumerating more precise criteria, and 
assigning coded quantifications. Before and after its publica-
tion, DSM-III generated abundant numbers of books, articles, 
and new research that, while supportive, emphasized reliabil-
ity at the expense of a non-demonstrable validity (10). 

The worldwide acceptance of DSM-III made it the de 
facto classification of mental disorders in practically all 
countries, as demonstrated by the translation of the manual 
into more than 30 languages. This happened in spite of a 
practically total omission of cultural factors, other than a 
few timid phrases here and there, or casebooks attempting 
to demonstrate the manual’s applicability to cases from dif-
ferent areas of the world (11). This approach persisted in the 
DSM-III-R, published in 1987, that included broader crite-
ria for some conditions but, most importantly, multiplied 
even further the total number of diagnostic entities.

The success of DSM-III and DSM-III-R brought diagno-
sis to the forefront of world psychiatry. There is no question 
about the new relevance that a well-based diagnosis ac-
quired for research work, teaching activities, and actual 
treatment approaches. Lawyers, administrators, insurance 
companies, bureaucrats and politicians paid more attention 
to diagnoses and their implications. Reliability was not all 
that was needed, but was good enough for an acceptable 
diagnosis. 

Some may say that DSM-IV represented a modest im-
provement in terms of recognition and acceptance of a cul-
tural perspective. A distinguished group of cultural psychia-
trists (clinicians and researchers) and social scientists sub-
mitted a series of suggestions and recommendations to the 
DSM-IV Task Force. Unfortunately, these contributions 
were drastically trimmed down, and resulted in just three 
additions: a mention of “cultural”, together with “age” and 
“gender” considerations, as part of the text in some (not all) 
groups of disorders; the inclusion of a cultural formulation 
in Appendix I (next to last) of the manual; and the listing of 
an (incomplete) glossary of “culture-bound syndromes”. 
The meagerness of DSM-IV’s cultural content may have 
been just one of the reasons why medical schools, residency 
training programs, and practitioners in general have not 
paid to these concepts, and specifically to the cultural for-
mulation, the same attention that was given, at the peak of 
the psychoanalytic influence on psychiatric practice in the 
US, to the then-called “psychodynamic formulation”.

The fate of the cultural aspects of psychiatric diagnosis in 
the ICD is, in turn, ambiguous, if not nebulous. The nature 
of the World Health Organization (WHO) as an entity serv-
ing all the countries in the world (which, in turn, are offi-
cially committed to follow its rules, norms and recommenda-
tions), and its primary concern with the public health impact 
of all diseases, makes the consideration of culture in diagno-
sis a more likely occurrence, even if the deliberations may 
also have to pay attention to issues beyond nosology. Ac-
cordingly, one could think that the mention of cultural vari-
ants in some entities, the inclusion of “culture-bound syn-
dromes”, specific recommendations about interviewing styles 
and approaches, explanations of criteria and other aspects of 
the process would have a more focused presentation. Such 
has not always been the case, however, throughout decades 
and several versions of ICD, in spite of the scholarly and 
courageous examination of these issues made by Stengel, at 
WHO’s request, fifty years ago (12), and several more recent 
publications (13,14). 

Criticisms of psychiatric diagnosis

Representatives from different segments of the public and 
professional world have criticized the form and content of 
the current nomenclatures. This is, indeed, a reflection of 
the enormous importance that psychiatric diagnosis has in 
many quarters. Historically, psychoanalysts were the first in 
lamenting the disappearance, in DSM-III and subsequent 
editions, of many concepts and ideas precious to them. Their 
criticisms evolved around the omission of unconscious (or 
psychodynamic) phenomena as diagnostic criteria compo-
nents, the deletion of some clinical or diagnostic terms, and 
the subjection to precise guidelines for interview, assessment 
and conclusions, instead of the lax “free-association” ap-
proach of the Freudian school (15).

Interestingly, phenomenologists also criticized DSM-III 
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and its successors, in spite of the adoption of clear descrip-
tive approaches in the new system. These critics pointed out 
that the manual had more or less “manipulated” the classic 
phenomenology, depriving it from its rich philosophical 
content, in the interest of a more pragmatic use of old terms, 
and choice of new ones (16). Similarly, neuroscientists and 
basic researchers objected to what they considered lack of 
recognition of basic science contributions to some diagno-
ses, particularly in the area known as “neuropsychiatry”, 
that included age-related or genetically-based symptom sets 
(17,18). Last but not least, social and cultural psychiatrists 
have consistently denounced the undeclared ethnocentrism 
(Caucasian-oriented) of DSM and its “benign neglect” to-
wards specific issues. This will be more elaborated below.

Society at large has not been indifferent to the debates 
about this topic. Lay organizations, while recognizing the 
need for psychiatric nomenclatures, tend to see them, at 
times, as potentially threatening or unduly instruments of 
control, intrusiveness, and oppression. The extremist views 
of the Church of Scientology about psychiatry are known 
(19). In the corporative world, insurance companies balk at 
the scope of clinical entities and their management; until re-
cently, they plainly refused to provide any kind of coverage 
for mental disorders diagnosed and managed in inpatient or 
outpatient settings in the US. On its side, the pharmaceutical 
industry has welcomed the growing number of diagnosable 
conditions, has pushed for more clinical indications for exist-
ing compounds (including the proliferation of off-label use 
suggestions), and has favored – without acknowledging it – 
the use of “polypharmacy”, which is, in any practical sense, 
a gross denial or rejection of formal diagnostic systems. 

Two other players contribute to what some have called 
the “subculture” of psychiatric diagnosis debates: the legal 
profession and the media. Some legal firms and individual 
attorneys misinterpret or abuse the insanity issues derived 
from the hint of any diagnosis, to justify law violations of all 
kinds; in turn, they may criticize diagnoses as imprecise or 
“cruel”, according to the particular features of the case. And, 
as background drummer or, at times, conductor of this truly 
cultural upheaval, the media sensationalize psychiatry-relat-
ed incidents, criticize diagnostic errors or neglect, blame 
treatment failures, or exaggerate disagreements within the 
profession, in order to maintain sellable topics alive.

Current status of psychiatric diagnosis

From a strictly clinical and scientific vantage point, the 
current state of diagnosis in psychiatry can respond better to 
the label “in transition”. The last 15 years have witnessed sig-
nificant advances in epidemiological research, neuroscientific 
inquiries, and clinical management of many mental disorders. 
At the same time, the experience with the use of the existing 
diagnostic systems has led to well founded observations, both 
favorable and critical, as well as suggestions for improvement. 
For instance, it is clear that, while improving the levels of reli-

ability and communication in general, descriptive diagnostic 
criteria reflect a lack of consistent information about the etiol-
ogy and pathophysiology of mental disorders, which is partly 
due to the absence of reliable “biological markers”. Further-
more, these criteria are a mix of behavioral features (some of 
them not necessarily “pathological”) and true symptoms. This 
may lead, in part, to high levels of comorbidity (and its inher-
ent imprecision, clouded by complicated family aggregations 
of psychopathologies) or to excessive numbers of “not other-
wise specified” diagnoses (20).

There are unclear relationships between validity, severity, 
disability and desirable quantitative aspects of diagnoses 
(21). In turn, this quantitative component cannot be cap-
tured by the multi-axial approach. The “cross cutting points”, 
or transition from normality to psychopathology, are not 
clearly established, making the clinical course of any condi-
tion pre-determined if not artificial (22). The “required” 
number of criteria for a given diagnosis generates heteroge-
neity even among patients who end up with the same label. 
The differential diagnosis can become, then, difficult and 
confusing. The reification of diagnostic criteria invites rigid-
ity and opaqueness in a diagnostic exercise that must be 
active and lucid. Limited or biased research may emphasize 
the most frequently studied symptoms, not necessarily the 
most relevant or decisive in the clinical presentation, gener-
ating significant variations in epidemiological studies, among 
others. Subtypes and “subthreshold” diagnoses are subjec-
tive, unstable, arbitrary and, ultimately, non-empirical (23). 
Closer to the cultural perspective, age, gender and develop-
mental variants are essentially ignored.

CULTURE AND CULTURAL FACTORS IN PSYCHIATRIC 
DIAGNOSIS

Culture is defined as a set of behavioral norms, meanings, 
and values or reference points utilized by members of a par-
ticular society to construct their unique view of the world, 
and ascertain their identity. It includes a number of variables 
such as language, traditions, values, religious beliefs, moral 
thoughts and practices, gender and sexual orientation, and 
socio-economic status (24). Keeping pace with the times, 
this definition has also incorporated elements such as finan-
cial philosophies, and the ever-changing realities imposed 
by technological advances. The range of possible interac-
tions between culture and its components with clinical phe-
nomena in general, and psychiatric diagnosis in particular, 
is broad and multifaceted. The latter certainly requires famil-
iarity with the growing discipline of cultural psychiatry.

Cultural psychiatry deals with the description, definition, 
assessment, and management of all psychiatric conditions, 
inasmuch as they reflect and are subjected to the patterning 
influence of cultural factors. It uses concepts and instru-
ments from the social and biological sciences, to advance a 
full understanding of psychopathological events and their 
management by patients, families, professionals and the 
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community at large (25,26). The boundaries of this disci-
pline are better delineated by defining what cultural psy-
chiatry is not. It cannot be restricted to being a psychiatric 
subspecialty, because culture impregnates every clinical and 
non-clinical event in any and all diseases. It is not a new 
name for other disciplines (in fact, cultural psychiatry is the 
result of a historical evolution of areas called in the past 
comparative psychiatry, cross- or trans-cultural psychiatry, 
social psychiatry and others, avoiding precisely the “rehash-
ing” of old ideas). Cultural psychiatry is not an anti-biologi-
cal psychiatry, simply because it recognizes the difference 
between etiology (probably biological) and pathogenesis 
(probably psycho-socio-cultural) of mental phenomena, 
and accepts contributions of neurosciences as both reinforc-
ing and clarifying factors in normality and pathology. In the 
same context, cultural psychiatry is neither a political ploy 
nor a mere piece of rhetoric (27,28).

Closer to its dealings with diagnosis, cultural psychiatry 
should not be considered only a psychiatry of ethnic mi-
norities or of exotic lands, because that would deny the im-
pact of cultural factors in the everyday life of majority popu-
lations in any country or continent, or reduce them to exist-
ing only in places far from urban centers, developed coun-
tries or, more precisely, Western nations. While it is true that, 
due to clinical convenience, the presentation and discussion 
of cultural issues in health, disease, diagnosis and treatment 
may utilize examples of ethnic minorities, immigrants, refu-
gees, or the so-called “special populations” (children, ado-
lescents, the elderly, women, homosexuals, or members of 
cults and religious sects, all of them considered “minori-
ties”), it would be a great mistake to assume that culture 
exists only in and for these groups. Actually, the recognition 
of cultural components in psychiatric diagnosis for all would 
be a great step forward in correcting this erroneous view. It 
goes without saying that cultural psychiatry is not the same 
as international psychiatry, nor it is limited to race, gender 
and ethnicity as its leading indicators.

The patient’s cultural background and identity must be 
thoroughly understood by the clinician, and its impact duly 
recognized and evaluated. Involving a crucial set of factors, 
culture plays several roles in the diagnostic process (29). 
Cultural factors may have a powerful pathogenic impact as 
triggers of psychopathology (e.g., the role of violence in tele-
vision shows in the development of violent behavior among 
probably predisposed children or adolescents (30)). They 
can also contribute to higher or lower levels of severity of 
psychiatric symptoms (e.g., delayed help-seeking response 
to the appearance of acute psychotic symptoms in a family 
member). They can be agents in the expression of clinical 
symptoms, reflecting the dominant themes of the historical 
period in which the illness occurs. They are certainly deci-
sive elements in treatment. 

How is culture being used in current psychiatric diagnos-
tic practice? The short answer is, very poorly. Declarations 
on the importance of cultural factors in diagnosis are not 
scarce, to be sure. But the use of the cultural formulation is 

limited, culture in clinical assessments is reduced to men-
tions of race, ethnicity, language or migrant status at the 
most, and in most training programs, cultural psychiatry di-
dactics covers a few hours, most frequently during the senior 
year or in elective periods, when its impact may be mini-
mized by the residents’ forthcoming expectations or plans. 
Even in programs where these requirements are intended to 
be met, the demands of a growing body of knowledge rele-
gates cultural psychiatry to marginal consideration. In prac-
tical terms, the message is condescending: “yes, cultural fac-
tors are important in psychiatric diagnosis, so check about 
race and ethnicity of your patients; if you have language dif-
ficulties, call an interpreter (if there is any available), be re-
spectful, and move quickly to your next case”.

The transactions between teachers and trainees, or be-
tween clinicians and patients, do not always have such a 
hasty, or cynic-sounding flavor. The staff of busy hospital 
units, outpatient clinics, emergency rooms, or private prac-
tice offices do their best to cover intense demands of time 
and professional skills. Those that find ways to provide de-
cent cultural information, and gather solid cultural data, 
learn to recognize what is cultural in the clinical area gener-
ally called “environment”. If and when this is done, the di-
agnosis will then be truly comprehensive, individualized 
and, for all these reasons, will also possess the humanistic 
seal that must always be at the core of any clinical interac-
tion in medicine and, more particularly, in psychiatry.

Unfortunately, these advantages meet disadvantages re-
sulting from the criticisms discussed above (31). Culture is 
said to be too broad a concept, too complex in content, and 
too heterogeneous in nature (the hundreds, even thousands 
of cultural and subcultural groups, languages and dialects all 
over the world are frequently cited as proof) to be covered 
by relatively simple clinical interactions (32). Literature con-
tributions dealing with culture in clinical practice and diag-
nosis are mostly descriptive, narrative, and/or colored by 
sociological, anthropological or even ecological viewpoints 
(33), therefore labeled and dismissed as “soft science” by 
clinicians and scientists. Many authors insist that cultural 
factors are important only for treatment and management 
issues, perhaps preventive measures, but not for diagnosis 
per se. Finally, the disadvantages are rounded up by logistic 
difficulties in the instrumentation of cultural diagnostic in-
quiries: their proponents do not seem to agree on the con-
tent of such inquiries, there are not too many well proven 
tools, and even if they are, their use is time-consuming and 
complicated (21,32,33).

The so-called “culture-bound syndromes” deserve special 
comments. These are clinical pictures said to be uniquely 
related to specific cultural characteristics of the human 
groups in which they occur; as such, their etiological, patho-
genic and clinical manifestations do not correspond to the 
conventional entities included in mostly Western-based no-
menclatures. Culture-bound syndromes have, indeed, a ven-
erable history enriched by contributions of notable clinicians 
and researchers in the last four or five decades (34,35). A 
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partial list of culture-bound syndromes was included in the 
Appendix I of DSM-IV, but it did not do justice to the exten-
sive literature on the topic. Practically every region of the 
world has a set of culture-bound syndromes, yet it has to be 
said that, at times, the descriptions are quite similar, and at 
others, too generic or vague to be appropriately character-
ized. The basic question about culture-bound syndromes 
dwells on yet another dilemma: are they nosologically au-
tonomous entities, or do they have enough similarities with 
existing clinical conditions currently listed in DSM or ICD?

WHAT SHOULD BE CULTURAL IN A MODERN  
PSYCHIATRIC DIAGNOSIS?

The purpose of including cultural elements in the diagno-
sis is neither to homogenize diagnostic procedures to the 
point of vague generalizations, nor to accentuate heteroge-
neity in the name of an ill-conceived thoroughness. The cul-
tural components of modern psychiatric diagnosis cover a 
variety of areas. The following is a list of the main aspects 
about which information must be gathered in the process of 
a well-structured clinical interview.

Cultural variables

They should be recognized and duly described, thus set-
ting the stage for more comprehensive information. Specif-
ics about language (and how it is mastered), religion and 
spirituality (with possible mention of main rules, as under-
stood and described by the patient and family members), 
gender and sexual orientation, traditions and beliefs (those 
that, together with ethnicity, confer a sense of personal and 
group identity), migration history and level of acculturation 
(when necessary and applicable) would conform the mini-
mal set of variables to be covered in the initial phase of a 
clinical evaluation (24).

Family data

Information about family, being in itself another cultural 
variable, appears to be sufficiently important as to deserve a 
special focus. Family history, structure and life provide data 
about what are called “micro-cultural” or “micro-environ-
mental” segments in the patient’s story. Areas such as raising 
modalities, roles and/or hierarchies, value-infusing activi-
ties, eating habits, and social interactions (e.g., community 
celebrations) must be inquired about, as part of the whole 
assessment process. Last but not least in this section, help-
seeking patterns, while not being strictly a diagnostic com-
ponent, represent a useful context-revealing factor reflecting 
a great deal of family mentality about interactions with the 
outside world in general, and the health professions in par-
ticular (36).

Pathogenic and pathoplastic factors

The environment (or “macro-environment”, to be more 
precise) is an almost inexhaustible source of both benign (or 
preventive) and harmful factors in the development of any 
clinical condition. For the purposes of a culturally-based 
diagnosis, the identification of environmental pathogenic 
factors is essential. Such factors include family life (deserv-
ing a special focus, as done above), but also estimates of the 
impact of broader agencies such as media, socio-political 
structures, rules and values of public behavior, church affili-
ation, schedules, rituals, schooling norms, and the like.

Pathoplastic factors refer to the uniqueness of symptom 
expression. The clinician should be prepared to recognize 
that the description of the symptoms by patient and rela-
tives, the words and terms used, and the context in which 
the clinical story evolves (in short, the “narrative” compo-
nent of the professional-patient transactions) respond to the 
particular moment in time when they are occurring. Envi-
ronment shapes the form (not only the substance) of the 
symptoms: a delusion is a firm, unchangeable (in many cas-
es, unusual and bizarre) belief identified in the psychopatho-
logical assessment of any patient, now and ever since clini-
cal psychiatry became an established discipline; the delu-
sion’s content (of prominent cultural facture), however, will 
be different in a 21st century patient growing up in an urban, 
technologically-dominated world from that of a patient from 
200 years ago, living in a predominantly rural, much less 
complicated environment. The distinction between the ap-
pearance of the symptom, its verbal description, and the 
patient’s surrounding reality continues to be the key element 
of this part of the evaluation.

Explanatory models

A critical component in any cultural framing of psychiat-
ric diagnosis, explanatory models offer the idiosyncratic per-
spective of patient and relatives about the origin (cultural 
etiology?) of the symptoms, why they occur, and how the 
process of “getting ill” has evolved (cultural pathogenesis?). 
The exploration could expand into why has the particular 
patient become the “target” of such symptoms, and what 
should be done to overcome them (37). The cultural stamp 
of these explanations should not be underestimated, as the 
information is valuable and relevant for both the diagnosis 
itself, and for aspects of the eventual multidisciplinary 
(multi-conceptual or multi-dimensional) management pro-
cess.

Patient’s strengths and weaknesses

The mental status examination part of a clinical history 
includes now a section outlining the individual patient’s 
strengths and weaknesses as reported by him/her and/or by 
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family members. The cultural nature of this piece of informa-
tion is undeniable: being the product of self-observation, it 
reflects issues of self-image and subsequent self-esteem, in-
teraction styles, social disposition and skills, level of perfor-
mance, even subtly disguised yearnings for change, or clear 
therapeutic targets (38). Furthermore, strengths and weak-
nesses (the latter considered barriers against treatment ap-
proaches) configure what is known as “coping styles” of the 
patient vis-à-vis the adverse events originating, leading to, 
or aggravating the pathological symptoms.

PRACTICAL ASPECTS OF THE INTEGRATION  
OF CULTURAL FACTORS IN PSYCHIATRIC DIAGNOSIS

The logistics of the process to incorporate cultural factors 
in both ICD and DSM is not simple. It has several steps or 
components that entail conceptual integration, ideological 
coherence, pragmatic vision, and even political commit-
ment. It includes the incorporation of culture in the defini-
tion of mental disorder, a review and improvement of the 
cultural formulation, and specific steps in the processes of 
interview, instrumentation, clinical documentation, and 
needed research.

Definition of mental disorder

A first step should be the unequivocal recognition that 
cultural discordances play as important a role in the defini-
tion of mental disorder as maladaptive behaviors and subse-
quent functional inadequacy. It is not enough to limit this 
recognition to bland phrases such as “in contrast with ac-
cepted cultural norms of the individual’s community or so-
ciety of origin”. The definition of mental disorder, or mental 
illness/disease, should be explicit about such discordances 
(i.e., against rules of coexistence, respect or solidarity in the 
culture of origin), enumerating them succinctly but compre-
hensively. That the definition of mental disorder will be in 
one of the opening pages of the new manuals seems to be 
generally accepted; that it should include a cultural compo-
nent remains to be seen. It would certainly be a clear dem-
onstration that the leaderships of WHO, American Psychi-
atric Association, World Psychiatric Association and other 
organizations involved in the effort really intend to material-
ize a long-expected feature for the process’ final product 
(39,40).

Cultural formulation

The cultural formulation, as outlined in DSM-IV-TR, is a 
valuable tool that, however, has not been systematically 
tested. Its content includes most, but not all, the concepts 
discussed in this article. It has the advantage of being al-
ready a known instrument, usable by both mental health 

specialists and non-specialists, enhancing the value of eth-
nography as a clinical data-gathering method, covering the 
patient-owned perspective, and including data on the pa-
tient’s identity, explanatory models, psychosocial environ-
ment and functioning, relationship with the diagnostician, 
and an overall cultural assessment for diagnosis and care 
(41). It provides a better understanding of symptoms, there-
fore increasing the accuracy of conventional clinical assess-
ments. 

As disadvantages of the current cultural formulation, im-
precision and subsequent heterogeneity of the narrative 
data are mentioned. In an era of quantitative approaches to 
the clinical assessment of individual and groups of patients, 
and use of “evidence-based” documentation, some authors 
have suggested devising a scale to convey more objectively 
the qualitative nature of the cultural formulation’s informa-
tion. This is certainly a doable project. Be that as it may, 
there is consensus about the fact that the cultural formula-
tion must be considered a formally sanctioned tool for use 
in clinical evaluations leading to a more comprehensive di-
agnosis (42).

Cultural axis? Cultural dimension?

A short-lived initiative fostered the idea of adding a cul-
tural axis to the five included since DSM-III. Its proponents 
remarked the “visibility” that cultural issues would reach by 
being incorporated in one exclusive axis. However, it soon 
became clear that it would be enormously laborious and 
ineffective to pretend an inclusion of all that is cultural about 
the mentally ill person’s experience in just one axis. More-
over, it would go against the universalistic nature of cultural 
assessments, and create a pseudo-independence that would 
further even more the isolation of culture as a diagnostic 
factor. Rather, the critics opined, culture should be at the 
forefront of all clinical interactions leading to a diagnosis, 
and preside the overall assessment of all patients, with spec-
ification of its impact on symptoms, syndromes and the 
whole illness experience (4).

The discussion about a cultural “dimension” is more cur-
rent, given the debate about categorical vs. dimensional ap-
proaches in psychiatric diagnosis in general (43). It is true 
that culture implies (and plays) a greater role from a dimen-
sional perspective, with factors (facets? traits?) that are also 
impacted by external realities such as poverty, unemploy-
ment, legal and political circumstances, “isms” of all kinds. 
Yet, the dimensionalization of culture could also create iso-
lation and eventual neglect, its implementation would be 
time-consuming, and the information thus obtained would 
be fragmented. Once again, the reasonable response to this 
call should be a renewed effort to make the cultural evalua-
tion a fluid component of the clinical interview, with easy-
to-use instruments, and cohesive, encompassing views and 
procedures.
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Clinical interview procedures

With a clear perspective on relevant cultural variables in 
mind, etiopathogenic factors and explanatory models to be 
inquired about in the course of the conventional clinical 
interview, a simple but informative scoring scale, and the 
cultural formulation’s components handy, the clinician will 
be in a good position to integrate these factors in his/her 
routine work. This sense of alertness, however, is critical in 
that it would allow an early detection of what can be “cul-
tural” in the patient’s story (e.g., the ubiquitous topic of so-
matization (44)). If such content is mild, it will remain in the 
clinical documentation as a specific reminder that, later on, 
can be relevant or useful. If the clinician’s intuition (or “sus-
picion”) is moderate or even strong, he/she could use a sort 
of “telescoping” method that allows him/her going from 
broad to narrow (more precise, in this case) estimates, using 
now the tools at hand, to make either perception similarly 
clear. As telescoping requires not only “zooming”, but also 
a variety of lenses with increasingly finer views and adjust-
ment possibilities, this “clinical telescoping” vis-à-vis the 
assessment of cultural diagnostic factors can make use of 
new approaches, including questions to relatives, friends, 
neighbors, coworkers or acquaintances, or additional clini-
cal instruments to ascertain true “cultural discordances” in 
the story being gathered (45,46). There may be a point in 
which referral to or assistance by an experienced colleague 
in this area is necessary.

This process can go on to the identification of, for in-
stance, a “culture-bound syndrome” (35,47) or of a well de-
fined culture-related aspect of a conventional clinical entity, 
e.g., consideration and assessment of concept, severity, and 
explanation of suicidal risk in a given patient (48). All this 
will be duly documented in the final clinical history. Obvi-
ously, this effort may ultimately lead to a more inclusive di-
agnosis, and an expected comprehensive set of treatment 
recommendations. Contrariwise, the exercise may end with 
a rational ruling out of cultural etiopathogenesis, while 
maintaining value as part of the general management recom-
mendations, e.g. strengthening of family ties, group therapy, 
or spiritual counseling. The clinician will, again, make this 
clear in the medical record.

SUGGESTED FUTURE RESEARCH

The next few years offer a significant opportunity for re-
search on culture and psychiatric diagnosis (32,33). There 
may be a better disposed set of funding sources as the need 
to fulfill old promises reaches compelling levels. The field 
remains substantially unexplored, in spite of culture’s ubiq-
uitous presence in all areas of research on psychiatric diag-
nosis. The American Psychiatric Association’s launching 
volume on a research agenda for DSM-V (49) recognized the 
role of culture in practically all its chapters. Neuroscientists 
commented on the pervasiveness of ethnic and cultural is-

sues in the interpretation of most genetic studies, and their 
influence on vulnerability and resilience, coping styles, cog-
nitive responses to stress, and the nature of social support. 
The presence of ethnocultural components in endopheno-
typic manifestations of psychiatric conditions, and the reali-
ties of pharmacological epidemiology, ethnopsychopharma-
cological and pharmacogenomics findings (50), are now 
undeniable. It was also said that the new nomenclature 
should include clear delineation of core criteria, and recog-
nition of cultural and cross-cultural variants in symptom 
definition, and behavioral and symptomatic manifestations.

Similarly, the work group on developmental issues elabo-
rated on the topics of meaning and context and their effects 
on the expression of particular behaviors, and on the risks 
for psychopathology throughout the different developmental 
phases. The need to provide explanations about social, cul-
tural and neurophysiological mechanisms at play in the im-
pact of adaptive and maladaptive personality traits was also 
emphasized. The pertinent chapter pointed out typological 
and behavioral differences among cultures, and commented 
on the uneven results of well-known measurement instru-
ments in different ethnic groups. Cultural psychiatry research 
must pay attention to the “desirability factor” in diagnostic 
processes, a prelude to the vast field on stigma and its diag-
nostic impact, as well as the ethnocultural and linguistic bi-
ases in mental health evaluations (51,52). The areas of cul-
tural epidemiology (a potentially rich mix of anthropological 
and descriptive epidemiological variables), and comparative 
studies (urban vs. rural, DSM-ICD, international, and inter-
hemispheric) are equally relevant (53,54).

Similarities and differences between ethnicity and identity, 
religiosity and spirituality are topics of worthy connections 
with psychiatric diagnosis in a variety of cultural settings 
(55). The connections between biology and culture in psy-
chopathology may have a powerful repercussion in diagnos-
tic factors such as resilience, response to traumatic events, 
violence, treatment susceptibility, and creativity among oth-
ers (56,57). Cultural factors in specific diagnoses such as 
chronic pain, phobias, dissociative and eating disorders, as 
well as personality disorders, are prominent, yet not totally 
dissected (58). The same applies to the assessment of culture 
in the perception of severity of symptoms (by patients and 
clinicians), functional disturbances, and the all-encompass-
ing area of quality of life (59). The consideration of studies 
about dimensionalization of cultural factors could set the 
stage for future diagnostic and nosological systems (43).

In the field of culture-bound syndromes, potential re-
search items are abundant and in high need of implementa-
tion. The first and foremost area of inquiry has to do with 
their validity as clinical entities to be considered on their 
own, or be included as part of the existing groups of disor-
ders, i.e. “ataque de nervios” being a form of panic disorder, 
“amok” a violently acute psychotic episode, “susto” a dis-
sociative disorder, or “koro” a variant of obsessive-compul-
sive disorder (47, 60). In turn, how much is cultural in well 
established “Western” disorders such as anorexia nervosa or 
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pathological gambling? (61-63). Needless to say, the intense 
debates about this could only be solved by means of well 
conceived comparative research projects.

Prominently closer to current developments in psychiat-
ric nosology, field research on the cultural formulation could 
test validity, feasibility (utility) and reliability of the tool. 
Gender- and racially/ethnically diverse samples would be 
required in order to include the much sought-after cultural 
variability in symptom presentation, and clarify the issues of 
under- or over-diagnosis of some entities in different ethnic 
groups (42,43). Input of the “cultural reference group”, im-
pact of factors such as sector of care, or the practitioner’s 
personal and professional cultural background, must be ad-
equate subjects of research. Applying the cultural formula-
tion to and comparing it between different, comorbid or 
difficult-to-differentiate disorders, would make it more rig-
orous and reliable (60). Finally, the cultural formulation can 
and should be administered and tested in a variety of clinical 
settings, i.e., general medicine, primary care, and psychiatry 
clinics, as well as specialty medicine and psychiatry units.

Conclusions

The universality vs. distinctiveness dilemma implicit in 
the elaboration of diagnostic and classification systems 
across history has an emblematic angle in the debate about 
incorporation of culture and cultural factors in the forth-
coming editions of DSM and ICD. The internationalization 
of the health and mental health fields due to globalization, 
nourished, in turn, by seemingly unstoppable migrations, 
has led to the acceptance and practical concerns of diversity 
in clinical settings around the world. While generally ac-
cepted, this effort is not free of difficulties in many areas: 
conceptual, methodological, clinical, financial, administra-
tive, and political. Nevertheless, a historical opportunity for 
the materialization of old promises is now present, and must 
be decisively grabbed by all individuals, groups and organi-
zations involved. 

The trajectory of today’s two main nosological systems 
has made clear that culture, as an etiopathogenic and patho-
plastic factor, and as a contributing component of severity, 
has a significant impact on psychiatric diagnosis. But, such 
impact goes even beyond: every clinician needs to know 
about, and assess pertinent cultural variables, family data, 
explanatory models, strengths and weaknesses of individual 
patients and their communities of origin. Cultural psychia-
try, as a young but robust discipline, helps in the systemati-
zation of these pieces of knowledge, thanks to its growing 
connections with both neurobiological and social sciences.

Together with an explicit declaration of a cultural referent 
(“cultural discordances”) in a new definition of mental dis-
order, the use and refinement of, and additional field re-
search on tools such as DSM-IV-TR’s cultural formulation 
are needed for a new and pragmatic clinical interview, that 
should include an exploration of cultural factors in both 

history-taking and diagnosis-building phases. This article 
has elaborated on the theoretical/conceptual and logistic/
pragmatic components of the effort.
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Depression is a leading cause of disability worldwide (1). 
It results in more years lived with disability (YLDs) than any 
other disease, and ranks fourth in terms of disability-adjusted 
life years (DALYs). Additionally, depression is associated 
with a greater decline in overall health due to multiple ill-
nesses than angina, arthritis, asthma, and diabetes. Geriatric 
depression in particular not only causes suffering and in-
volves suicide risk; it also increases medical comorbidity and 
disability among elderly individuals. 

Although depression may be less common in old than in 
young adults, as younger birth cohorts mature and the el-
derly population grows in size, an unprecedented number of 
elderly depressed people will need psychiatric attention. Al-
though the biological causes of depression remain unknown, 
clinical and biological observations provide the rationale for 
studying new psychosocial and somatic treatments, or exist-
ing treatments applied to new indications. 

Epidemiology

Studies of community-residing older adults show a de-
cline in the overall prevalence of depression compared with 
middle-aged adults (2). However, medically ill, disabled old-
er adults have a high prevalence of depression. In particular, 
10-12% of medical inpatients and 12-14% of nursing home 
residents have major depression, and larger numbers experi-
ence less severe depressive syndromes. 

A large number of older adults develop depression for the 
first time in their lives, often in the context of increased med-
ical disease burden or neurologic stigmata. It has been sug-
gested that late-onset depression may include a group of pa-
tients with neurologic disorders that are not clinically evident 
when the depression first appears (3). Although some studies 
have not supported this view, most have shown that late-
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onset depression relative to early-onset depression is associ-
ated with higher medical morbidity and mortality (4,5), great-
er disability (6), and more neuropsychological (7,8) and neu-
roradiological abnormalities (9-11).

Cerebrovascular disease frequently occurs 2 to 3 years 
prior to hospital admission for severe depression (12,13). 
Depression is common after stroke (14-19), affecting more 
than 30% of stroke survivors (20). Heart disease (21,22) and 
broadly defined cerebrovascular disease are prevalent in el-
derly patients with depression, with an increase in relative 
risk of up to 4.5-fold (23,24). The relationship between vas-
cular diseases and depression is likely bidirectional, as pre-
existing vascular disease predicts the onset of depression 
and pre-existing depression predicts the onset of cardiovas-
cular disease and stroke (24).

Clinical manifestations

Late-life depression frequently differs from early-life de-
pression in its clinical characteristics, particularly if it is late 
in onset or accompanied by signs of executive dysfunction or 
vascular disease. Late-life depression is often associated with 
executive dysfunction (25-29), a neuropsychological expres-
sion of frontal system impairment, with a clinical presenta-
tion of depression resembling medial frontal lobe syndromes 
(25). Depression affects cognitive function in all age groups, 
but the executive tasks of response inhibition and sustained 
effort are more frequently impaired in geriatric depression 
(30). Executive dysfunction generally subsides as depression 
improves, but tends to persist after remission of depression 
(31-36). When depressed elderly patients have executive dys-
function, they are more likely to have reduced interest in 
activities, more profound psychomotor retardation (25), and 
poor and unstable response to antidepressants (35,37-39).
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The clinical presentation of late-onset geriatric depression 
with comorbid vascular disease is similar to that of geriatric 
depression with executive dysfunction. Compared to elderly 
patients with early-onset depression and no vascular risk fac-
tors, patients with late-onset major depression and vascular 
risk factors have shown greater impairment in frontal func-
tions, poorer insight, more psychomotor retardation, less 
agitation and guilt, and more disability (40,41). A compari-
son of magnetic resonance imaging (MRI)-defined vascular 
and non-vascular depression showed that the vascular group 
had significantly greater age, age of onset, anhedonia, and 
disability, but less psychosis. Despite some negative findings 
(42-44), much past and recent evidence indicates that vascu-
lar depression predicts poorer response to antidepressants 
(10,38,43,45-49).

Genetic studies

Family history of depression is less common in patients 
with late-onset depression than in elderly patients with early-
onset recurrent depression (50,51); and less common in “vas-
cular depression” than in non-vascular depression (52,53). 
In a recent, large Swedish twin-pair study, history of early-
onset depression in one member of a twin pair was associ-
ated with high lifetime risk of depression in the other mem-
ber. In contrast, late-onset depression was associated with 
high cotwin risk of vascular disease (54).

Finding genes predisposing to depression has been a for-
midable task. Depression has polygenic inheritance, thus 
making it difficult to identify the contribution of individual 
genes. To overcome this obstacle, research increasingly fo-
cuses on genes related to specific behavioral or biological 
functions (endophenotypes) related to depression. 

Genetic studies of the serotonin transporter exemplify this 
work. The serotonin transporter is the site of action for sero-
tonin reuptake inhibitors (SSRIs). A polymorphism of the 
serotonin transporter gene promoter region (5-HTTLPR) in-
volves a 44-base pair insertion (L allele) or deletion (S allele). 
The S allele has been shown to reduce gene expression, thus 
reducing serotonin reuptake (55).

In addition to studies relating the S allele to risk for de-
pression (56-58), a number of studies have found an associa-
tion between the S allele and increased risk of vascular dis-
ease.

Elevated blood cholesterol and triglycerides, heart dis-
ease, and myocardial infarction have been more common 
among S allele carriers than L allele homozygotes (59); and 
after acute myocardial infarction, depressive symptoms and 
negative cardiac outcomes including cardiac death were 
more common in S-carriers than L-homozygotes (60). In one 
of our own recent late-life depression studies, we found that, 
compared with L-homozygotes, S-carriers had microstruc-
tural white matter abnormalities (lower fractional anisotropy, 
to be explained below) in frontolimbic brain regions as well 
as a lower remission rate of depression (61).

Other biological findings

Neuroradiological and histopathological studies have 
found associations among depression, executive dysfunc-
tion, and brain abnormalities, most notably those affecting 
the structural integrity of frontostriatal circuits, which in-
clude subcortical regions. Executive dysfunction and depres-
sion are hypothesized to be related to fronto-striato-limbic 
network abnormalities (3). Five such frontostriatal circuits 
have been described (62,63). Glutamate, enkephalins, and 
gamma-aminobutyric acid (GABA) are important neu-
rotransmitters in these circuits, with acetylcholine and dop-
amine serving a modulating role. Because these circuits ap-
pear to mediate positive affect-guided anticipation, damage 
to them, resulting in failure to anticipate incentives, is hy-
pothesized to be a mechanism leading to depression (40).

Macroscopic and microscopic changes to brain regions 
have been associated with mood disorders in histopathologi-
cal and neuroimaging studies. In post-mortem studies of de-
pressed patients, glia reduction has been observed in the sub-
genual prelimbic anterior cingulate gyrus (64). Bipolar and 
unipolar depression studies have reported neuron abnormal-
ities in the dorsolateral prefrontal cortex (65). Radiological 
studies have shown low orbitofrontal (66,67), anterior cingu-
late (68), and hippocampal volumes (69,70) in depressed el-
derly patients compared to healthy elderly controls, while 
reports of amygdala volumes have differed (71). Studies of 
white matter integrity in normal aging have shown a greater 
tendency for decline in prefrontal white matter with advanc-
ing age compared with other areas of the brain (72). Prefron-
tal white matter microstructural abnormalities have correlated 
with poorer performance on tasks of executive function, and 
have been hypothesized to reflect a disconnection state that 
can increase the risk of geriatric depression (73).

Depression has been associated with cerebral infarcts, 
even when no obvious neurological symptoms are present. 
In a Dutch study, such “silent” infarcts occurred five times 
more frequently than cerebral infarcts with peripheral neuro-
logic signs (74). In a large US study, 28% of elderly subjects 
with no previous history of transient ischemic attack or 
stroke had evidence of previous infarcts. Eighty-one percent 
of these had lacunes only, and as a group they showed more 
cognitive dysfunction than those without any brain infarcts 
(75). In a Japanese study of 63 patients with late-onset de-
pression, 59 (94%) had silent cerebral infarcts (76). Finally, 
in a study of infarcts in the thalamus and basal ganglia, such 
lesions were found in 14 of 35 depressed elderly patients 
without neurologic history, but in only 1 of 22 normal el-
derly volunteers (77).

Depression has been also associated with white matter 
abnormalities, including white matter hyperintensities 
(WMHs; areas of increased intensity on T2-weighted MR im-
ages) or microstructural abnormalities demonstrated as re-
duced fractional anisotropy in diffusion tensor imaging. 
WMHs have been more common in depressed older patients 
than healthy older adults (10,67,77-81), especially in frontal 
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and temporal regions (82). A post-mortem study has shown 
that deep WMHs of depressed elderly patients are more like-
ly to be ischemic in nature than deep WMHs of elderly con-
trols (83). WMHs are associated with cerebrovascular dis-
ease (84), cardiac disease (85), smoking (86), hypertension 
(53,84,86), reduced cerebral blood flow (85), executive dys-
function (73,87,88), and disability (52,89). 

Based on these findings, the “vascular depression” hypoth-
esis has been proposed, which postulates that cerebrovascu-
lar disease predisposes, precipitates, and perpetuates a late-
life depression syndrome (3). Vascular disease might lead to 
depression through damage to specific brain circuits or less 
directly through inflammation. Proinflammatory cytokines, 
such as interleukins 1 and 6 (IL1 and IL6) and tissue necrosis 
factor alpha (TNF-a), are released after damage of the vascu-
lar endothelium (90). A post-mortem study found elevated 
levels of intercellular adhesion molecule-1 (ICAM-1), a mark-
er of ischemia-induced inflammation, in the dorsolateral pre-
frontal cortex of depressed subjects compared with controls 
(91). The incidence of depression after treatment with the 
inflammatory cytokine interferon-alpha (IFN-a) ranges from 
30 to 50% (92); and depression has been associated with in-
creases in chemokines, cellular adhesion molecules, acute 
phase proteins, and proinflammatory cytokines (93,94). Giv-
en that proinflammatory cytokines have been associated with 
atherosclerosis and cardiovascular disease (90), it seems pos-
sible that inflammation predisposes to both depression and 
vascular disease simultaneously; or that inflammation might 
be involved in a vicious cycle of depression leading to inflam-
mation, which leads to vascular disease, which leads to more 
inflammation and increased risk for depression.

Beyond inflammation, other factors may set forward a vi-
cious cycle perpetuating depression and worsening vascular 
disease. These include sedentary lifestyle, overeating, diabe-
tes, smoking, nonadherence with medical recommendations, 
hypertension, hyperhomocysteinemia, nervous system acti-
vation, hypothalamic-pituitary-adrenocortical axis activa-
tion and other physiological stress responses, cardiac rhythm 
disturbances, and hypercoagulability (90,94,95). The rela-
tionship between depression and hypercoagulability may in 
turn be mediated by physical inactivity, smoking, or increased 
platelet activity (96). Therefore, even in cases where vascular 
disease predisposes to depression, once depression sets in, a 
vicious cycle may occur that worsens both vascular disease 
and depression.

The “vascular depression” hypothesis has served as the 
conceptual background for further subclassification of geri-
atric depression. One group of investigators further described 
a “vascular depression” subtype, subcortical ischemic de-
pression (SID), and defined it as major depression with MRI 
evidence of subcortical lesions. Unlike most psychiatric dis-
orders, which are described in purely phenomenological 
terms, subcortical ischemic depression involves a measur-
able biological abnormality. The association of late-life de-
pression with executive dysfunction led another group of 
investigators to describe the depression-executive dysfunc-

tion syndrome (DED). Although many patients with DED 
also meet criteria for SID or other “vascular depression syn-
dromes”, DED’s focus on a functional abnormality rather 
than an anatomical one extends it beyond the vascular de-
pression concept.

Advances in late-life depression treatment

Advances in late-life depression research include novel or 
improved treatments, personalization of treatments accord-
ing to depression type or characteristics of the individual, 
and strategies to improve access to and delivery of care. The 
reader is referred elsewhere for guidelines to treatment of 
geriatric depression (30,40,97). Here we focus on new devel-
opments and trends.

Biological studies of treatment response

Brain research is facilitated by a variety of MRI-based neu-
roimaging techniques (98,99). Many of these can be per-
formed together in a single MRI scanning session. T1-weight-
ed MRI images allow comparison of brain structure sizes in 
volumetric brain studies, in addition to classic lesion studies. 
Brain WMHs can be studied with T2-weighted images, while 
newer methods allow an examination of white matter tract 
integrity. 

Diffusion tensor imaging (DTI) indicates the direction of 
water diffusion. Fiber tractography uses DTI information to 
map out putative white matter fiber tracts. Fractional anisot-
ropy (FA) is a DTI measure of the tendency of water to move 
in a single direction. Low FA can be a sign of compromised 
white matter integrity. Another method that reflects white 
matter integrity, but from a different perspective, is magneti-
zation transfer imaging (MTI), which indicates the amount 
of water bound to macromolecules such as myelin. 

Blood-oxygenation-level-dependent functional magnetic 
resonance imaging (BOLD fMRI) involves collection of a 
series of brain images over time, typically 2 seconds apart, so 
that changes in blood flow reflecting activity throughout the 
brain can be monitored over time. If a task is performed by 
the subject in the scanner, usually the goal of the experiment 
is to identify regions of the brain that are activated in re-
sponse to the experimental paradigm. 

Some techniques allow for analysis of the fMRI data even 
in the absence of a known experimental paradigm, such as is 
the case in resting-state experiments, where subjects are not 
given any task except to “rest” without sleeping. Seed-based 
methods map out brain regions, whose activity time course 
is highly correlated with a chosen point or region in the brain. 
Independent component analysis (ICA) performs a linear 
decomposition of the fMRI data, treating the data as if it were 
the sum of numerous components that are spatial maps of 
brain regions in perfect synchrony with each other. ICA es-
sentially considers the fMRI data to be a symphony of differ-
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ent melodies from different constellations of brain regions 
and then picks out the melodies being played. In task-driven 
experiments, ICA has produced results comparable to those 
derived with a priori knowledge of the experimental time 
course (100-102).

Some findings employing these techniques have predicted 
poor treatment response of late-life depression. For example, 
WMHs in frontal regions were associated with poor response 
to pharmacotherapy (46) and severity of subcortical gray mat-
ter hyperintensities predicted poor response to electroconvul-
sive therapy (ECT) (45). Lower fractional anisotropy, mainly 
in frontolimbic areas, predicted poor antidepressant drug re-
sponse in geriatric depression (103-105).

In adult fMRI studies, lower relative activation of the ros-
tral anterior cingulate cortex (ACC) at baseline in response 
to negative vs. neutral stimuli was associated with poor re-
sponse to venlafaxine (106); while decrease in activation (in 
response to sad faces) of the rostral ACC over the course of 
treatment with fluoxetine predicted depressive symptom im-
provement (107).

Novel or improved treatments

Electroconvulsive therapy

ECT remains the most effective treatment for depression. 
The response and remission rates for untreated late-life de-
pression are up to 90% and 70%, respectively, and for med-
ication-treatment-resistant depression 70% and 50% (108). 
Some ECT studies have reported higher rates of response 
and remission for late-life depression than early-life depres-
sion (109,110), but this may be due to a tendency to treat 
elderly depressed patients with ECT before exhausting all 
other common treatment options.

Much ECT research has focused on minimizing cognitive 
side effects, such as post-ECT disorientation, anterograde 
amnesia, and retrograde amnesia. Most cognitive effects are 
temporary, and scores on cognitive tests generally improve 
after ECT (due to improvement in depression) (111). How-
ever, for some individuals amnesia for events in the days, 
weeks, months, and in some cases years before ECT does not 
resolve and can be a distressing side effect.

Varying ECT parameters such as treatment frequency, 
placement of the electrodes, stimulus energy, and stimulus 
waveform generally results in a tradeoff between efficacy and 
cognitive side effects, but some important exceptions to this 
rule exist. In many studies, greater and faster response at the 
cost of increased cognitive side effects was obtained by 
choosing higher treatment frequency, bilateral (BL, bifronto-
temporal) rather than right unilateral (RUL) electrode place-
ment, and higher stimulus energy (111). 

Some of the best recent research results have been ob-
tained with high-dose RUL ECT. High-dose, brief pulse, 
RUL ECT resulted in milder cognitive side effects yet equiva-
lent efficacy compared with BL ECT, and greater efficacy 

compared with lower doses of RUL ECT (112,113). More 
recently, the effect of ultra-brief pulse width (0.3 ms) com-
bined with either high-dose RUL ECT (6 times seizure 
threshold) or BL ECT (2.5 time seizure threshold) was com-
pared to traditional brief pulse (1.5 ms) width. The greatest 
remission rate occurred in patients receiving ultra-brief pulse 
RUL ECT (73%), and the lowest remission rate in those re-
ceiving ultra-brief pulse BL ECT (35%), while traditional 
pulse width BL ECT (65%) and RUL ECT (59%) had inter-
mediate remission rates.

The ultra-brief RUL group also had less severe cognitive 
side effects than the other three groups (114). Finally, the ef-
ficacy of ultra-brief pulse, high-dose, RUL ECT (6 times sei-
zure threshold) was recently found equivalent to that for ul-
tra-brief pulse, bifrontal ECT (1.5 time seizure threshold), but 
response for RUL ECT required significantly fewer treat-
ments (7.76 vs. 10.08) (115). 

Repetitive transcranial magnetic stimulation

In October 2008, the US Food and Drug Administration 
(FDA) approved repetitive transcranial magnetic stimula-
tion (rTMS) for treatment of depression resistant to one 
prior antidepressant medication trial (116). TMS induces 
flow of electricity at the surface of the brain through power-
ful, rapidly changing magnetic field pulses. “Repetitive” in-
dicates that more than one pulse is administered. Because 
the magnetic field strength with conventional coils drops off 
dramatically with distance from the coil, the effect is much 
more localized than with ECT. 

Unlike ECT, the goal with rTMS is to stimulate without 
causing a seizure, which eliminates treatment risks involved 
with seizure and general anesthesia. Neuropsychological 
and imaging studies have shown that, depending upon the 
frequency of rTMS pulses applied, rTMS has the capacity to 
increase (high-frequency pulses, > 1 Hz) or decrease (≤1 Hz) 
the level of activity in brain circuits at the surface of the 
brain, which returns to normal within hours (117). For treat-
ment of depression, high-frequency rTMS is usually applied 
to the (left) dorsolateral prefrontal cortex in an attempt to 
normalize the low level of activity often found there in de-
pressed patients (118).

Evidence from a recent double-blind, randomized, place-
bo-controlled trial (N=92) indicates that rTMS may be help-
ful in the treatment of vascular depression (119). The pla-
cebo was a sham coil designed to mimic the skin sensations 
and noise of rTMS without penetrating into the brain. The 
rates of response and remission for older patients (age ≥50, 
mean age 64) with clinically defined (subcortical stroke and/
or presence of at least 3 cardiovascular risk factors) medica-
tion-treatment-resistant vascular depression were signifi-
cantly higher for patients treated with a total cumulative 
dose of 18,000 pulses rTMS (response 39%, remission 27%) 
than with a sham coil (response 7%, remission 4%).
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Magnetic seizure therapy

Magnetic seizure therapy (MST) is the application of high-
intensity rTMS to induce a seizure. The main difference be-
tween MST and ECT is that MST imparts electrical energy to 
a limited area on the surface of the brain, while ECT causes 
electricity to flow throughout the brain as governed by Ohm’s 
law. This difference might prove advantageous in terms of 
treatment efficacy or side effects.

Since the first treatment in Bern, Switzerland in May 2000 
(120,121), MST’s safety, efficacy, and side effect profile has 
been explored in small trials. Early MST studies demonstrat-
ed a significant antidepressant effect, but this effect was less 
robust than that of ECT (122), perhaps due to limitations in 
the maximum energy imparted by the MST device (average 
1.3 times seizure threshold) (123). Human testing with a 
more powerful device began in 2006. With this device, time 
to recovery of orientation in 11 depressed patients was sig-
nificantly less (7 minutes after treatment) than for ECT (22 
minutes) in the same patients (123).

Vagus nerve stimulation

Vagus nerve stimulation (VNS) typically involves stimu-
lation of the left cervical vagus nerve, with a pacemaker-like 
device placed in the left chest wall. In animal and human 
studies, VNS increases cerebrospinal fluid concentrations of 
neurotransmitters relevant to depression, and alters func-
tional activity of brain regions including orbital frontal cor-
tex, cingulate, thalamus, hypothalamus, insula, and hip-
pocampus (124). 

VNS was first used for drug-resistant epilepsy. Studies 
showed that mood in VNS also improved independently of 
epilepsy treatment response (125,126), prompting further 
studies of VNS for treatment-resistant depression. In a 10-
week, randomized, controlled trial in drug-resistant de-
pressed patients, the primary outcome measure did not dif-
fer significantly between VNS (15%) and sham treatment 
(10%) (124). Further, it was not clear to what extent the 
blinding procedure was successful, as VNS even at low in-
tensities causes some subjects to experience physical sensa-
tions. However, in the 12-month open continuation phase 
of the study, where subjects also received treatment as usual 
(TAU, including medications and/or ECT), treatment re-
sponse was significantly greater for VNS + TAU (27%) than 
for TAU alone (13%) (127). VNS for treatment-resistant de-
pression was approved in the European Union in 2001 and 
by the FDA in 2005 (128).

Deep brain stimulation

Deep brain stimulation (DBS) involves electrically stimu-
lating the brain through fine, deeply implanted electrodes. 
The electrodes typically are attached to a subdermal pace-

maker-like device that delivers a continuous train of repeat-
ed, very brief, small voltage pulses. 

DBS was first used in 1997 for the treatment of Parkin-
son’s disease (129). Chronic stimulation of portions of the 
basal ganglia with DBS produced improvements in patients’ 
motor function similar to those previously achieved with 
ablation, leading researchers to speculate that DBS produces 
a reversible “lesion” through transient electrical inactivation 
(130). Because a decrease in subgenual anterior cingulate 
cortex (sACC, also called subcallosal cingulate gyrus) activ-
ity levels is often associated with depression treatment re-
sponse, the sACC became the target for the first reported (in 
2005) application of DBS for treatment-resistant depression 
(131). A “striking and sustained remission” was reported in 
four of six patients, with several patients reporting an almost 
immediate remission of “painful emptiness” and “void” 
when the stimulation was turned on. Since then, of 20 de-
pressed patients treated with sACC DBS, response (60%) 
and remission (35%) rates have been excellent for treatment-
resistant (including ECT) depression (132). Post-operative 
side effects included headache (4 cases), craniotomy site in-
fection (4 cases), and seizure (1 case), but no patient experi-
enced permanent deficits.

The reasons for the good efficacy results are unclear. 
Some recent mechanistic findings indicate that, although 
DBS inhibits activity in neuron somata near (<2 mm) the 
stimulating electrode, DBS stimulates axons, causing activa-
tion of efferent nuclei (133). Also, in a more recent study of 
three persons with extremely resistant forms of depression 
(one was a 66-year-old woman), DBS to the nucleus accum-
bens resulted in significant reductions in depressive symp-
tom scores within one week (134). Since increased nucleus 
accumbens activity has been associated with expectations of 
and experiences of rewards, it seems unlikely that the im-
provements in depression were due to inhibition of this 
nucleus. Results were also encouraging for another study 
(N=15) involving DBS to the ventral capsule/ventral stria-
tum (VC/VS), with 53% response and 40% remission of 
treatment-resistant depression. The motivation for applying 
DBS to the VC/VS was the observation of improved mood 
in severe obsessive-compulsive disorder patients given this 
treatment (135).

Psychotherapy

Forms of psychotherapy reported efficacious in the cog-
nitively intact elderly depressed include interpersonal psy-
chotherapy (ITP) (136), problem-solving therapy (PST) 
(137), supportive psychotherapy (138), and cognitive-be-
havioral therapy (CBT) (139,140). 

ITP’s focus on loss, grief, and role transitions makes it 
highly suitable for the elderly depressed population, in 
whom these themes are common. PST’s structured planning 
and problem-solving approach should stimulate activity in 
the dorsolateral prefrontal cortex, a goal of some biological 
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treatments. PST appears effective and well-suited for pa-
tients with depression and executive dysfunction (141). 

Recently, development of behavioral approaches has be-
gun, based on the concept that depression introduces new 
problems and at the same time reduces patients’ ability to 
solve them. As a consequence, depressed older patients ex-
perience their environment as difficult to negotiate and 
stressful, which serves as a trigger perpetuating their symp-
toms. For this reason, novel treatments have been developed 
aiming to improve patient adaptation and reduce the experi-
ence of adversity. Improving depressed patients’ problem-
solving skills is part of several such therapies. However, de-
pressed patients with significant cognitive impairment or 
physical disabilities may be unable to improve their coping 
skills with problem-solving techniques. For this reason, we 
have developed “ecosystem focused therapy” (EFT), a treat-
ment that focuses on the “ecosystem” (patient + environment 
+ family member/caregiver) of which the patient is a part 
(142). EFT imparts to the patient skills maximizing his/her 
remaining functions; modifies the patient’s physical environ-
ment; and engages family members/caregivers in helping the 
patient bring to bear his/her skills. EFT uses problem-solving 
therapy as its framework along with tools and instructions 
that can be used by patients and caregivers to make the en-
vironment conducive to adaptation. Enabling patients to as-
similate new skills and changing patients’ environments, 
including caregivers, to accommodate to the patients’ states, 
offers patients a good chance at adaptation, increases their 
sense of mastery, and may reduce depression.

Depression prophylaxis

Depression prophylaxis is considered in cases where risk 
of depression is exceptionally high, such as during the early 
stages after antidepressant treatment remission or in patients 
who have had multiple severe episodes of depression (40). 

The high rate of depression after stroke has prompted 
some researchers to explore various forms of post-stroke de-
pression prophylaxis. Prophylactic treatment with escitalo-
pram or problem-solving therapy after stroke resulted in 
significantly lower rates of depression compared with pla-
cebo (143). A large Finnish study compared post-stroke de-
pression rates in districts implementing usual care (mainly 
physiotherapy and speech therapy) with rates in districts 
adding an active rehabilitation program. The active reha-
bilitation group had significantly lower rates of depression 
(41% vs. 54% at 3 months post-stroke, and 42% vs. 55% 
after 1 year) (144).

Multidisciplinary approaches to depression treatment

Medical illness increases the risk of depression (95) and 
depression increases the risk of medical illness. The frequent-
ly bidirectional relationship between somatic illness and de-

pression necessitates attention to both somatic and psychiat-
ric issues, in order to break potentially vicious cycles of psy-
chiatric illness predisposing to somatic illness, and vice versa. 
Non-psychiatric health care practitioners need to incorporate 
diagnosis and treatment of depression into their routine prac-
tice, while psychiatrists to a greater degree need to address 
somatic issues. Increased collaboration among health care 
practitioners is likely to improve health care on all levels. 

For example, among chronic obstructive pulmonary dis-
ease (COPD) patients with depression, both somatic and 
psychiatric treatment approaches appear to impact both 
conditions. Depressive symptoms improved after a brief, 
multidisciplinary inpatient COPD rehabilitation treatment 
(145). In a study of depressed patients with COPD, physical 
symptoms, function, and mood improved after treatment 
with antidepressant medication (146).

Patients with chronic pain and depression are also likely 
to benefit from a multi-disciplinary approach. Moderate to 
severe pain is associated with increased rates of depression 
and poorer depression outcomes; and depression in pain 
patients is associated with more pain complaints and great-
er impairment. An estimated 65% of depressed patients 
have pain and 52% of patients in pain clinics or inpatient 
pain programs are depressed (147). Underassessment of 
pain is a major barrier to adequate pain treatment (148); 
asking depressed patients about pain symptoms and pain 
treatment can greatly facilitate proper care. Antidepressant 
medications that increase norepinephrine in synapses, such 
as tricyclic antidepressants, venlafaxine, and duloxetine, 
generally help diminish the experience of pain directly, in 
addition to their antidepressant effects (149).  

Finally, the observed bidirectional relationship between 
depression and vascular disease means that somatic health 
care practitioners need to assess for depression for the same 
reasons they routinely assess for hypertension and hyper- 
cholesterolemia. Likewise, psychiatrists should consider 
cardiovascular health in their patient assessments. Such an 
assessment in psychiatry is particularly important because 
many psychotropic medications can potentially influence 
cardiovascular health. For example, by decreasing platelet 
activity, SSRIs may reduce the risk of heart attacks (150), 
and also increase bleeding risks in patients taking aspirin. 

Psychotropic medications that increase weight, choles-
terol levels, or risk of diabetes may also increase risk of ath-
erosclerosis and cardiovascular disease, so many psychia-
trists routinely monitor weight and blood pressure; and 
some prescribe medications such as metformin prophylacti-
cally when risk of obesity and diabetes is involved with psy-
chiatric medication treatment (151). 

Patients’ concern about weight gain can interfere with 
treatment, so it is often helpful to choose medications that 
cause as little weight gain as possible. The medications bu-
propion (antidepressant) (152) and lamotrigine (mood sta-
bilizer) (153) are generally not associated with weight gain. 
Among antipsychotic medications, weight tends not to in-
crease much with aripiprazole and ziprasidone (154).
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Care access and delivery

The greatest limitation in treatment of late-life depression 
concerns treatment access and delivery rather than treat-
ment efficacy. In primary care settings, where most depressed 
older patients are treated, the diagnosis of depression is of-
ten missed. Further, correct diagnosis of depression often 
does not lead to treatment, and treatment is often inade-
quate. In one study, only 11% of depressed high utilizers of 
primary care treatment were found to receive adequate anti-
depressant treatment (155). 

Studies such as PROSPECT (156,157) and IMPACT 
(158,159) have shown that collaborative care offered at the 
primary care setting has superior outcomes to usual care. 
However, inadequate third-party reimbursements restrict col-
laborative care to large providers, e.g. health maintenance or-
ganizations, which serve a minority of the US population. To 
overcome this barrier, we proposed a depression care manage-
ment model (C-DCM) relying on collaboration of primary care 
physicians with trained social workers employed by commu-
nity-based, public and nonprofit mental health clinics (142). 

While widely available in the US, mental health clinics are 
rarely connected to primary care practices and underutilized 
by depressed elders. To utilize this resource, we proposed a 
collaborative care model, designed to satisfy four conditions. 
First, it should meet the clinical needs of depressed elders. Sec-
ond, it should include organizational changes that would en-
able primary care practices and mental health clinics to work 
together effectively. Third, collaborative care should be modi-
fied in a way that can be used by trained social workers and 
brings to bear their special skills. Fourth, it should include pro-
cedures reimbursed by existing insurance codes so that it adds 
no cost to primary care physicians or mental health clinics.

Conclusions

Although the causes of depression remain unknown, recent 
advances have facilitated the exploration of factors related to 
depression and its many manifestations. Contrasting various 
forms of depression in late life with depression in early life has 
provided insight into mechanisms that might increase the risk 
of depression. This research has provided observations that 
have led to new hypotheses on the causes of depression, which 
in turn have generated new therapeutic advances in biological 
and psychosocial approaches to the treatment of late-life de-
pression. Finally, research in care access and delivery has pro-
vided new models to improve the effectiveness of late-life de-
pression treatment in the community.
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