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Thee studies presented in this thesis cover two major issues: 
Firstly,, the neuroendocrine alterations of the central serotonergic system and the HPA-axis 
inn association with Borderline Personality Disorder (BPD) pathology, sustained childhood 
abusee and comorbidity of Posttraumatic Stress Disorder (PTSD) and Major Depressive 
Disorderr (MDD) in female BPD patients. 
Secondly,, the effectiveness of a Selective Serotonin Reuptake Inhibitor (SSRI) treatment 
aimedd at the normalization of the neuroendocrine alterations and the improvement of the 
BPDD coresymptoms like rapid mood shifts from a normophoric state to depressive, irritable 
orr anxious mood state and impulsive and aggressive behavior. 
Inn the first study, we found among adult female subjects with a BPD that a history of 
sustainedd childhood abuse was associated with a severely blunted prolactin response to the 
challengee with the serotonergic agonist m-chlorophenylpiperazine (m-CPP). The Cortisol 
responsee was severely blunted in all BPD subjects irrespective of a history of childhood 
traumatization.. Fluvoxamine treatment did not normalize the severely blunted neuroendocrine 
responsess to m-CPP challenge, indicating the presence of a stable trait-like alteration. 
Thee blunted prolactin response probably is a biological marker of sustained childhood 
traumatization. . 
Inn the second study HPA axis function in BPD patients was evaluated with the combined 
dexamethasone/corticotropinn releasing hormone (DEX/CRH) challenge test. It revealed that 
BPDD patients with a history of sustained childhood abuse did not differ from non-abused 
BPDD patients and healthy controls with respect to baseline (without a challenge probe) 
ACTHH and Cortisol plasma levels and to suppression of ACTH and Cortisol plasma levels 
afterr dexamethasone pretreatment. In the BPD patients with a concurrent MDD, Cortisol 
escapedd dexamethasone suppression in contrast to patients with concurrent PTSD, who 
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demonstratedd maximal suppression of ACTH and Cortisol plasma levels. These findings are 
inn line with reports from other authors. Moreover, in BPD patients with both concurrent MDD 
andd PTSD. maximal suppression of Cortisol levels was observed. These findings indicate 
thatt the co-occurrence of PTSD seems to override the decreased efficacy of dexamethasone 
suppressionn associated with MDD. This also corroborates previous research. 
Chronicallyy abused borderline patients showed significantly higher plasma ACTH and 
Cortisoll responses after the complete DEX/CRH challenge compared to non or mildly 
abusedd borderline patients and controls. These seriously enhanced ACTH and Cortisol 
responsess were strongly associated with childhood abuse and appeared to be independent of 
BPDD pathology and independent of a comorbid PTSD and/or MDD. However, a comorbid 
diagnosiss of PTSD was found to attenuate the ACTH response to DEX/CRH in abused as 
welll as in non-abused BPD patients. This could be an indication that the pathophysiological 
mechanismss in the neuro-endocrinology of PTSD and the sequelae of sustained childhood 
abusee are not the same. It is concluded, that whereas childhood abuse is associated with an 
increasedd hypothalamic CRH/arginin vasopressin (AVP) drive and or increased pituitary CRH 
receptorr sensitivity, PTSD is associated with a strongly enhanced pituitary glucocorticoid 
receptorr function resulting in an increased pituitary (negative feedback) inhibition with a 
decreasedd ACTH release. The neuroendocrine effects of a comorbid diagnosis of MDD are 
difficultt to assess because of the overlap with PTSD and its strong negative feedback 
inhibitionn of the pituitary ACTH release. 
Inn contrast to the serotonergic alterations, fluvoxamine treatment did appear to normalize 
thee hyperresponsiveness of the HPA axis to DEX/CRH challenge in the abused subgroup 
duringg the first six weeks of treatment. In a double-blind placebo controlled randomized 
trial,, fluvoxamine caused an improvement in rapid mood shifts but not in impulsive and 
aggressivee behavior in female BPD subjects. Childhood abuse, PTSD or MDD were not 
associatedd with treatment outcome. 

Inn two separate studies, we demonstrated that a homogeneous subgroup could be identified 
withinn the heterogeneous population of BPD patients. This homogeneous sub-population 
iss characterized by sustained childhood abuse as an etiologic risk factor. Related to this 
riskk factore are hyporesponsiveness of the serotonergic system and hyperresponsiveness of 
thee HPA axis. In contrast to SSRI treatment resistant alteration of the serotonergic system. 
thee HPA axis hyperresponsivity is normalized in the chronically abused BPD subgroup 
afterr SSRI treatment. The hyperresponsiveness of the HPA axis renders the abused BPD 
subjectss susceptible for stress and in case of long lasting stress to stress related disorders 
likee MDD. Because of its regulating effect on HPA axis hyperresponsiveness, SSRI 
treatmentt or treatment with CRH and glucocorticoid receptor antagonists directed to 
correctt the dysregulated HPA axis might be of preventive value. The identification of this 
homogeneouss childhood abuse related BPD subgroup challenges us to reconsider the existing 
BPDD concept. A trauma-related concept for the childhood abused BPD subgroup is 
preferable.. Future studies should address the interrelationship between HPA axis function 
andd serotonergic system in BPD patients in general and in relation to childhood abuse 
especially.. The combination of different neuroendocrine challenge tests directed at the 
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serotonergicc system and HPA axis in the BPD patients and controls both with and without 
sustainedd childhood abuse subgroups can provide more conclusive data about the 
pathophysiologyy of the sequelae of chronic childhood traumatization and the relations 
betweenn the two systems. An additional combination with modern imaging techniques 
mightt identify neurobiological substrates and locations of BPD and or trauma related 
disturbances.. Also probable glucocorticoid receptor polymorphism as risk factor for PTSD 
orr MDD and gender specific alterations after sustained childhood abuse and impulsive and 
aggressivee behavior have to be addressed in future studies. 
Inn conclusion we have demonstrated that sustained childhood abuse leaves persistent 
neuroendocrinee scars, which are still detectable after 30 or 40 years. A history of sustained 
childhoodd abuse might constitute, in combination with inheritable factors, a modifying 
vulnerabilityy factor in the pathogenesis of BPD and other stress related brain disorders. 


