
With the introduction of the new classification systems of 
psychiatric disorders (ICD-10 and DSM-IV) two decades ago it 
became impossible to distinguish between primary and secondary 
(stress-related) depression1.

The stimulus-response models for both PTSD (one single, 
severe life event) and for exhaustion depression (multiple 
distressing life events) are placed within the anxiety disorders in 
the ICD-10 and DSM-IV, although the delayed distress response 
in these syndromes often progresses into the full clinical picture 
of depression when untreated. The most internationally valid 
measure of depressive states is the Hamilton Depression Scale 
(HAM-D

17
)1.

Figure 1 shows how the 17 items in the HAM-D can be re-
allocated following the triangle corners so that “A” covers the core 
items of the depressive state (HAM-D

6
), while “B” covers the 

unspecific stress (arousal) items with reference to Selye’s original 
definition of stress as the non-specific response of the body to 
any demand made upon it2. Finally, “C” covers the items of 
suicidal thoughts and lack of insight. In a patient with primary or 
secondary depression, suicidal thoughts are often activated if there 
is a lack of insight on the part of the patient into his disorder3.

When Hamilton developed his scale4, he consulted Kraepelin’s 
original description of primary depression (manic-depressive 
illness), as well as Kraepelin’s description of secondary depression 
(exhaustion depression). However, Hamilton also made focus-
interviews with his depressed patients and their relatives4. This was 
the background for his selection of the 17 items in the HAM-D.

Psychometric analyses with either principal component 
analysis or item-response theoretical models5 have shown that 
the HAM-D

6
 (A in Figure 1) is a valid measure of depression 

and thereby the most specific outcome measure of the effect of 
antidepressant medication.

When evaluating the specific antidepressive effect of an 
intervention we need to focus on the HAM-D

6
1. The theoretical 

score range of the HAM-D
6 

goes from 0 to 22, whereas the 
theoretical score range of the whole HAM-D

17
 goes from 0 to 

52. In other words, the explained variance of the HAM-D
6
 

theoretically covers no more than approximately 40% of the 
HAM-D

17
. In patients with major depression, however, the 

HAM-D
6
 typically explains over 50% of the total score of the 

HAM-D
17

. For instance, in the STAR*D study the HAM-D
6
 

explained 53% of the variance in the baseline data set5.

The nine items covered by the HAM-D
9
 (B in Figure 1) measure 

the unspecific stress reaction in the body. Antidepressants with 
antihistamine effects are often superior to selective serotonin 
reuptake inhibitors (SSRIs) on the HAM-D

9
 items5. Activation of 

the hypothalamic-pituitary-adrenal (HPA) axis resulting in high 
cortisol levels in the body is a dysregulation that accompanies 
depression as an unspecific reaction, i.e., it should not be seen 
as the cause of primary depression. In the STAR*D study, the 
HAM-D

9
 explained 41% of the variance5. 

The discussion about the risk of suicide during initial SSRI 
treatment of depressed patients might be an activation on the 
HAM-D

9
 compared to the HAM-D

6
. When prescribing SSRIs, it 

is therefore important to assess the ABC profile of the HAM-D
17

. 
In the daily routine therapy of patients with depressive illness the 
most valid way to monitor outcome is the ABC profile.

For the untrained young doctors educated in the use of the 
HAM-D

17,
 the ABC profile is a simple way of recalling how 

the items in the HAM-D
6
, HAM-D

9
, and HAM-D

2
 are best 

applied. The interview is recommended to start from corner B, 
as these unspecific symptoms are easiest to capture, and then go 
on to A and finish with C. Actually, this order is also the way in 
which the spontaneous PTSD syndrome develops. During the 
first weeks, the HAM-D

9
 symptoms develop, and after some 

months the symptoms covered by the HAM-D
6
 appear. In PTSD 

cases that do not remit, symptoms in the HAM-D
2
 should be 

carefully assessed.
The use of the ABC profile in the HAM-D interview shall give 

the depressed patient a feeling of relief as the interviewer seems to 
be thoroughly familiar with the kind of illness that confronts him 
and to be acquainted with the kind of feelings and thoughts that 
depression brings to the patient. This is a vital start of the treatment 
process in the patient-doctor relationship. The evaluation of the 
HAM-D

9
 items (unspecific arousal items) is important when 

measuring outcomes of antidepressive treatment because they 
might overlap with the side-effects of the medication prescribed. 
The use of a scale for the assessment of tolerable versus intolerable 
side-effects as in the STAR*D study is an important supplement 
to the ABC profile of the HAM-D

17
. 
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