
Anxiety Disorders 

Pathological Anxiety: Too much of a normal thing  

Components  

- The components pf pathological anxiety generally revolve around nervousness, thoughts of 

apprehension and a sense of being frightened. The individual also has an awareness of 

physical reactions such anxiety causes, whether this be autonomic or peripheral sensations.  

Patterns  

- Generalised patterns are generally indiscrete, are not caused by a specific threat and last 

between a few hours and a few days. It is referred to as ”free-floating”. 

- Paroxysmal patterns of anxiety however are generally abrupt in onset, are generally very 

severe causing the individual to panic, and are episodic, this contributing to the very strong 

autonomic responses. 

Signs  

Tachycardia, palpitations (abnormal awareness of heart beating), hypertension, shortness of breath, 

chest pain or discomfort, tremors, muscle tension, dry mouth, Sweating, cold skin, nausea or 

vomiting, dizziness, diarrhea, mydriasis, paraesthesia (Gelenberg, 2000). 

Fear vs. Anxiety 

Similarities - Presence or anticipation of danger. Tense apprehension & uneasiness. Elevated 

arousal. Negative affect. Bodily sensations. 

Differences – With fear, the threat is generally present and identifiable, whereas this is not the case 

for anxiety. While fear is evoked by specific cues, this is not generally the case for anxiety. 

Furthermore, while with fear the connection to threat is reasonable, this is, again, not the case of 

anxiety, just as is the case with fear, but not anxiety, having a specific onset/offset. Finally, whereas 

fear is a quality of an emergency, anxiety is instead a quality of sustained vigilance. 

Anxiety is thus more to do with anticipation and sustained vigilance as opposed to a physical, 

present threat. 

Anxiety Disorders Epidemiology 

It has been found that the 12-month prevalence when it comes to all anxiety disorders is around 

14%, with lifetime prevalence being over 28.8% (Kessler et al. (2005). In 2010 alone, over 60 million 

Europeans suffered from an anxiety disorder, such numbers, as a result of the indirect costs such as 

that of disability, culminating in a total cost of over 74 billion euros (Wittchen et all. (2011); Haro et 

al. (2014)). The onset of anxiety can range from childhood and adolescence, to early adulthood, 

anxiety for some individuals a result of aversive early life stressors (PTSD), but the median age of 

onset for anxiety is currently 11 (Kessler et al. (2015).  

Chronic anxiety in 40% of cases has been found to have some period of symptom reduction, and 

many have a comorbidity of the disorder with depression. Personality as well as ones’ family history, 

whether this be genetic factors or occurrences of depression down the line, also have an effect. In 

terms of such genetic factors, many studies have identified several potential candidate genes that 

pose as risk factors for both panic and anxiety disorders. These include the likes of the 

CRHR1 (encoding corticotropin-releasing factor receptor 1) as well as the COMT (encoding catechol-
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concentrations of cortisol were only significantly influenced by the dexamethasone dosage. Such 

findings provided evidence for a primary role of the pituitary in reflecting changes of the negative 

feedback sensitivity of the HPA system in sufferers of PTSD. Yehudal et al. (2002) also found that 

PTSD patients showed and exaggerated feedback of the HPA axis. 

Bremner et al. (1997) through the use of lumbar punctures on Vietnam, combat veterans suffering 

with PTSDA, CSF was collected, and CRF and somatostatin concentrations were measured in 

comparison to controls. They found that those suffering with PTSD had higher concentrations of CRF, 

deducing that this likely reflected the alterations they show in stress-related neurotransmitter 

systems. The higher the concentrations of CRF, the likely higher the disturbances in arousal shown in 

PTSD patients. 

BUT reduced GC signalling seen prior to trauma in people who develop PTSD - Hypothesis: reduced 

GR signalling at trauma results in unopposed activation - GR resistance? 

Glucocorticoid receptor activation 

(1) FKBP5 bound GR-complex (via hsp90) = GR lower affinity for cortisol. GR is equested into the 

nucleus. 

(2) Cortisol bound, FKBP5 is exchanged against FKBP4 which binds dynein 

(3) Translocation of the GR-complex to nucleus and DNA binding 

(4) GR increases FKBP5 transcription and translation 

(5) Increased FKBP5 confers higher GR resistance Ultra short negative feedback loop on GR 

sensitivity. 

Binder (2009) thus believed that FKBP5 could pose as an interesting therapeutic target in both 

preventing and treating stress-related psychiatric disorders such as PTSD. 

GR = glucocorticoid receptor (pituitary, hypothalamus, hippocampus, all brain regions!) (MR = 

Mineralocorticoid receptor) 

PTSD: Altered GC receptor activation 

Individuals with PTSD have higher baseline FKBP5 levels and higher stress-induced expression of 

FKBP5 – they have a system where corticoid activity is limited. This is consistent with altered GR 

sensitivity. 

Yehuda et al. (2009) identified 17 probe sets that were differentially expressed in PTSD patients. The 

genes that they identified were typically involved in the HPA axis, signal transduction, or brain and 

immune cell function. FKBP5 for instance, this a modulator of glucocorticoid receptor (GR) 

sensitivity, showed suppressed expression in PTSD, of which is evidently consistent with enhanced 

GR responsiveness.  

Klengel and Binder (2015) – Found that glucocorticoid receptor (GR) activation often results in the 

local demethylation of GR response elements (GREs) and that but the DNA repair machinery has a 

role or is at least implicated this process. They found that such demethylation of GREs aids the 

facilitates the transcriptional effects of the GR on target genes. 

Although this review focuses on postnatal epigenetic effects of stress, developments in recent years 

suggest that maternal stress during pregnancy can lead to early epigenetic programming of the fetus 

(Oberlander et al., 2008) and that parental stress exposure prior to conception may be transmitted 

to the next generation in the germline via epigenetic mechanisms (Dias and Ressler, 2014, Rodgers 
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