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Herbs with Nervine Activity 

 

Saffron 
The stigma (female reproductive organ) of Crocus sativus 
has a long history of culinary, medicinal, dyeing and 
ceremonial applications. It is the world’s most expensive 
spice (by weight) and is frequently adulterated. Saffron 
has colourful autumn flowers (usually lilac-purple, 3.5–
5 cm long), containing several bright orange-red threadlike 
stigmas. 
 
Saffron has been used in many traditions. The major 
indications include menstrual disorders, fever, colds, 
depression and general weakness.1-5 One of the most well 
known effects of Saffron recorded in traditional Islamic 
medicine is mood enhancing. It is stated that "… its action 
on enlivening the essence of the spirit and inducing 
happiness is great".6 It has also been used to calm the 
nerves,3 for impotence and reduced fertility in men.1,5 In 
Ayurveda, Saffron is said to support the tonic action of 
other herbs, particularly those acting on the female 
reproductive system. Its nourishing effects support the 
nervous and reproductive tissues, so in addition to 
depression, it is used for general nervous debility.7,8  
 
A number of randomised, double-blind clinical trials have 
been conducted in Iran. These trials evaluated a 
concentrated extract of Saffron. The extract strength is not 
defined, but is likely to be about 6:1, and with a prescribed 
dosage of 30 mg/day of extract, this corresponds to about 
180 mg/day of dried stigma. In patients with mild to 
moderate depression, Saffron extract was a significantly 
better treatment than placebo9 and had similar efficacy to 
that of fluoxetine10 and imipramine.11 The beneficial 
outcome was demonstrated by improvement in the 
Hamilton rating scale for depression. See Table 1 for more 
details.  
 

Two randomised, placebo-controlled trials assessed the 
effect of saffron on sexual impairment caused as a side 
effect of treatment with fluoxetine for depression.12,13 The 
same extract and dosage as described above, was 
administered to men and to women for 4 weeks. Patients 
with major depression had been receiving treatment with 
the drug for 6 weeks and baseline scores of the Hamilton 
rating scale for depression were about 9 for all patients. 
Saffron significantly improved erectile function and 
intercourse satisfaction in men, and significantly improved 
scores for the sexual arousal, lubrication and pain domains 
of the Female Sexual Function Index in women. Frequency 
of side effects were similar in both groups (on this basis, 
saffron could be safety taken with fluoxetine – see also 
Safety section).12,13 Although mixed results have been 
observed in otherwise healthy, (nondepressed) men with 
erectile dysfunction.14,15 
 
The same extract and dosage taken over 2 cycles, 
improved Hamilton Depression Rating Scale scores and 
other symptoms of premenstrual syndrome in a placebo-
controlled trial.16 
 

Skullcap 
Scutellaria lateriflora aerial parts have been traditionally 
used to treat nervous tension and epilepsy.17 It was also 
used by Eclectic physicians for nervousness with fatigue or 
depression. Skullcap is described as tonic and 
antispasmodic, acting through the nervous system,18 and is 
of benefit for nervous disorders characterised by irregular 
muscular action such as twitching, tremors and 
restlessness.2 A contemporary view supports the use of 
Skullcap for nervous tension due to chronic stress, illness 
or exhaustion; for neuralgia, insomnia as well as 
depression.19 
 
 

Control Results Refs 

placebo x significant decrease in HAM-D scores from baseline after 6 weeks: 12.2 for the saffron group, 5.1 for placebo 
(p < 0.0001)  

9 

fluoxetine x both groups showed a significant improvement over the 6 weeks of treatment 10 

imipramine x similar improvement demonstrated in the decrease in HAM-D scores from baseline: 12.2 for the saffron group, 
15.0 for drug group  

11 

Table 1. Randomised, double-blind trials of 6 weeks’ treatment with Saffron extract in mild to moderate depression. 
Note: Patients had a baseline Hamilton rating scale for depression (HAM-D 17-item) score of at least 18.  
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Historically herbal products containing Skullcap have been 
found to be adulterated, sometimes with the potentially 
toxic germander (e.g. Teucrium chamaedrys, 
T. canadense). In addition, until about 2002 there was very 
little reliable information available about its constituents. 
Analytical methods have been developed and the 
characteristic phytochemical profile is now known.20,21 
 
Preliminary results from two studies show Skullcap had a 
mild antianxiety effect in healthy volunteers.22,23 Mood 
was also enhanced.22 
 

Schisandra 
Schisandra chinensis (Schizandra chinensis) fruit is 
indicated in traditional Chinese medicine (TCM) for a wide 
variety of conditions. It quiets the spirit while calming 
and containing the Heart qi, hence is used to treat 
irritability, palpitations, dream-disturbed sleep and 
insomnia. It is also used in this tradition for neurasthenia 
and general fatigue.3,24,25 Schisandra has been used in the 
Soviet Far East as a tonic, particularly in fatigue. 
Indigenous Siberians used dried Schisandra berries to 
combat fatigue during their hunting trips. Often the 
hunters roamed for days subsisting on nothing but the 
fresh or dried berries, and showed no signs of fatigue.26-28  
 
Preparations of both the fruit and the seed of Schisandra 
have been investigated in research conducted in the 
former USSR.29 The following studies evaluated 
preparations that used the fruit or were undefined. 
 
In mostly uncontrolled clinical studies, administration of 
Schisandra: 
x demonstrated tonic and adaptogenic effects in 

workers and patients with nervous disorders;30,31 
x improved mental performance in healthy volunteers 

and workers;30 
x was beneficial for patients with general asthenia, 

exhaustion and reduced physical and mental 
performance;29 

x had a beneficial effect in patients with stress-
induced, mild depression;30 

x provided a stimulant effect, improved mood and 
reduced hallucinations in some patients with paranoid 
or catatonic schizophrenia but may not be useful in 
other forms of the disease or chronic disease.29 

 

St John's Wort 
Hypericum perforatum aerial parts have been used in 
western herbal medicine primarily for the nervous system. 
 
The herb has been used traditionally throughout Europe for 
symptoms of nervous tension, such as, insomnia, cramps, 
intestinal colic, dysmenorrhoea, bed wetting and anxiety. 
Its restorative action has been traditionally utilised for the 
treatment of melancholic conditions, depression and 

convalescence following concussion and other trauma. The 
combination of traditional restorative and relaxant actions 
supports the treatment of conditions where tension and 
exhaustion combine. The original rationale behind the 
traditional use of St John's Wort in menopause was to 
support this body change as symptoms of debility (rather 
than hormonal).32 Other specific traditional indications 
include disorders of the spine such as neuralgia, sciatica 
and wounds where nerves are involved.17,33,34 
 
Systematic review and meta-analysis of the results of 
randomised clinical trials suggests that standardised 
extracts of St John's Wort may be effective for treating 
depression. The first meta-analysis published in 2005,35 
was updated in 2008,36 to include trials of patients with 
moderate to severe depression as well as of mild to 
moderate severity. The 2008 analysis also excluded some 
of the former trials due to more rigorous diagnostic 
criteria. The meta-analyses found that extracts of St John's 
Wort demonstrate greater efficacy than placebo, similar 
efficacy as standard antidepressants and have fewer side 
effects than antidepressant drugs. Side effects from St 
John's Wort were minor and uncommon. The most 
commonly prescribed daily dosage was standardised 
extract corresponding to about 4 g of dried herb, although 
higher doses were also prescribed, for example, if there 
was insufficient clinical response.35,36 Another analysis of 
two of these trials (major depression) suggests that if no 
clinical response occurs within one month of treatment 
with St John's Wort it is unlikely that the individual will 
respond to the herb and alteration of the treatment 
strategy is required.37 (Although St John's Wort was found 
to be beneficial in the more major forms of depression, its 
use is best confined to mild to moderate depression.)  
 
A 2010 placebo-controlled trial found St John's Wort extract 
(equivalent to about 2.7 g/day of dried herb) was 
beneficial for the treatment of atypical depression, 
particularly for the symptom hypersomnia (excessive 
sleepiness).38 
 
St John's Wort extract has also shown clinical benefit in 
other conditions involving the nervous system including:  
x somatoform disorders – improvement was 

independent of the presence or absence of 
depression, and as well as clinical improvement in 
symptoms, an antianxiety effect was observed 
(randomised controlled trials; dose: about 3.3 g/day 
of dried herb);39,40 

x fatigue (uncontrolled, pilot study and nearly half the 
participants were depressed at the start of the trial; 
dose: about 3.8 g/day of dried herb);41  

x restless legs syndrome (uncontrolled study; extract 
undefined).42 
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Safety 
Saffron has reportedly been used as an abortifacient at 
doses of 10 g. Daily doses of up to 1.5 g are thought to be 
safe. Descriptions of adverse effects for doses of 1.2–
4 g/day are mostly found the older literature (prior to 
1925), and bear little relationship to dosage (i.e. reported 
adverse effects were not dependent upon dose). It is 
possible that the correct botanical species was not 
identified, and the more toxic plant, meadow saffron 
(Colchicum autumnale), was responsible.43 Islamic 
traditional medicine ascribes Saffron with oxytocic activity 
and it is recommended to facilitate difficult labour, but the 
prescribed doses are high: 3.5–7 g.6 Traditional Chinese 
medicine advises against the use of Saffron in pregnancy 
with a caution (dose: 3–9 g)3 and contraindication (dose: 
1.5–6 g)24 noted.  
 
Two double-blind, placebo-controlled trials investigated 
the effect of Saffron taken for 7 days on coagulation 
parameters in healthy volunteers. No significant effect was 
observed in the larger trial (n = 60).44,45 Minor effects on 
bleeding time and international normalised ratio (INR) 
were observed in the smaller trial (n = 30) for those 
receiving Saffron (200 mg/day dried stigma). However, 
the changes were within the normal range and not 
considered clinically important. In addition, there was no 
effect at the higher dose of 400 mg/day. One female 
volunteer in each group of 5 women receiving Saffron 
showed abnormal uterine bleeding.45 
 
A preliminary study investigated the safety of concomitant 
use of Saffron in 20 patients taking selective serotonin 
reuptake inhibitors. Saffron extract taken for 4 weeks had 
no significant effect on a wide range of laboratory 
parameters such as liver function, renal function (including 
blood urea nitrogen and creatinine) and coagulation 
factors including prothrombin time and INR. (The extract 
was the same as that described in the depression trials 
above, so probably corresponded to about 180 mg/day of 
dried stigma.)46 Saffron (400 mg/day dried stigma, for 7 
days) in healthy volunteers increased blood urea nitrogen 
and creatinine. No effect was observed at 200 mg/day.45  
 
Allergy or sensitization to Saffron occurs rarely.47,48  
 
Schisandra is contraindicated in pregnancy, except at birth. 
According to TCM Schisandra is contraindicated in the early 
stages of cough or rash and in excess heat patterns. 
 
St John's Wort may cause hyperaesthesia in some sensitive 
individuals especially when combined with a high 
exposure to sunlight or artificial UVA light. St John's Wort is 
known to interact with many drugs. 
 
 
 

Supportive Formulation 

These herbs complement each other to support the nervous 
system with major nervine, but also, restorative and relaxant 
actions. 
 

Indications 

x Nervous exhaustion, fatigue. 
x Mild to moderate depression, where additional nervous 

system support is required. 
x To relieve mild anxiety, sleeplessness and insomnia. 
x Part of a treatment regimen for premenstrual syndrome. 
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