
Beat Stress, Anxiety, 

Depression and Insomnia

Some biochemical imbalances associated 

with depression and anxiety

Abnormal methylation/high homocysteine 

Essential fat imbalance

Serotonin and tryptophan deficiency

Stress, blood sugar and adrenalin overload

Mauve factor, B6, zinc and magnesium

High histamine

Food allergy/intolerance

SSRI!s more than double suicide risk

A review of 702 studies on SSRI antidepressants showed that 
people taking an SSRI were more than twice as likely to 

attempt suicide compared with those taking a dummy pill. 
The researchers also noted that the actual number of suicide 

attempts is likely to be much higher, because many of the 
studies did not gather information on suicide. 

D. Healey et al, British Medical Journal 2005;330;396-404

Despite these risks doctors wrote out 

31 million prescriptions for anti-depressants,

 at a cost of £291.5 million, 

including a 10% increase in Prozac and Seroxat.

Efficacy:  SSRI work by targeting the enzyme that clears 

away serotonin, the key mood neurotransmitter. They have 

largely replaced tricyclic anti-depressants, although in a 

review of the research in 2005, most studies showed little 

difference in effectiveness. Their major advantage was 

supposed to be fewer side effects and it is less easy to 

overdose on them than on tricyclics. 

Side Effects:  SSRIs can increase the risk of suicide. SSRIs 

can also cause patients to feel ‘fuzzy’ and may promote 

sexual problems. On top of this, recent research is 

suggesting that SSRIs might dramatically increase the risk 

of death in those with cardiovascular disease. About a 

quarter of people experience significant side-effects. They 

often produce withdrawal effects on cessation.

SSRIs

The Homocysteine Connection

Homocysteine predicts risk for...

Heart attacks! !      (as good as cholesterol)

Strokes! !                 (better than cholesterol)

Alzheimer"s disease     (best indicator)

Depression! !            (5unit increase doubles risk)

Osteoporosis! !      (high level doubles risk)

Pregnancy problems! (best indicator)

Birth defects!!            (best indicator)

… and is easily reversible with optimum nutrition



Homocysteine predicts depression

The Rotterdam Study of 278 with depression versus 416 
reference subjects found that serum levels of homocysteine, 
folate and B12 all significantly related to depression risk. 
Tiemeier et al. (2002)

The Hordaland Homocysteine Study of 5,948 men & women 
shows that having a homocysteine level above 15 µM 
confers a 2 fold risk for depression. Low folate was 
associated with depression in women only. No significant 
association with B12 was found. Ingvar et al. (2003)

In another study, more than half (52 per cent) the women 
participating, who had severe depression, were found to 
have elevated homocysteine and low levels of folate. 
Bottiglieri (2000)!    !

High homocysteine doubles 
depression risk in women

Severely depressed patients with a Hamilton score >20 

Ref: Bottiglieri et al. JNNP  2000; 69: 228-232
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Folate and homocysteine in depression Folate improves depression

In a study of 213 depressed patients people with lower 
folate levels had more #melancholic" depression and were 
less likely to improve when given anti-depressant drugs. 
These patients who took folate for six months in addition to 
their standard drug treatment felt better the longer they took 
the folate. Fava et al (1997) Godfrey et al(1990)

Giving folic acid with anti-depressants improves relief from 
depression in women. Coppen et al (2000)

Women
Fluoxetine + Folic acid* 31 (93.0%)   2 (6.1%)  Chi-sq = 8.656

Fluoxetine + Placebo  22 (61.1%) 14 (38.9%) p<0.005

Men 
Fluoxetine + Folic acid* 11 (61.1%)   7 (38.9%) Chi-sq = 0.027

Fluoxetine + Placebo  14 (63.6%)   8 (36.4%) NS

Change in Hamilton Rating Scale at end of trial

Responders
>50%

Non-Responders
<50%

* Folic acid 500 µg Ref: Coppen & Bailey J. Affective Disorders 2000;60:121-130 

Enhancement of antidepressant action of 
Fluoxetine by folic acid

Ref: Coppen & Bailey J. Affective Disorders 2000; 60:121-130 

Fluoxetine + Placebo Fluoxetine + Folic Acid

Women

    Baseline   4.3 ± 1.9   8.6 ± 2.3   4.0 ± 1.7 9.5 ± 3.7

    Wk 10   4.3 ± 2.6   9.4 ± 4.3 12.7 ± 11.7 7.5 ± 1.6 *

Men

    Baseline   4.2 ± 1.2   9.9 ± 3.3   4.6 ± 1.7 9.7 ± 2.0

    Wk 10   4.0 ± 1.4 10.2 ± 3.9   8.7 ± 3.5 9.0 ± 2.9

Folate
(ng/ml)

Folate
(ng/ml)

tHcy
(µM)

tHcy
(µM)

Enhancement of antidepressant action of 
Fluoxetine by folic acid



Folate deficiency and methylation in 
depression
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Supplementation SAMe

A raised homocysteine level doubles risk of 
depression in women

Folic acid, B12 and B6 both lower homocysteine 
and tend to relieve depression

SAMe is proven as an anti-depressant but has 
been classified as a medicine so is no longer 
available. TMG, its prercusors found in root 

vegetables, may work.

Homocysteine, B vits and Mood

Homocysteine Lowering Nutrients

H SCORE GOOD LOW  HIGH   V.HIGH

<6 6-9 9-15 >15

Connect
per day

1 2 3

Folate 250µg 500µg 750µg

B12 250µg 500µg  750µg

B6 20mg 40mg 60mg

B2 10mg 15mg 20mg

Zinc 5mg 10mg 15mg

TMG 500mg 1g 1.5g

NAC 250mg 500mg 750mg

www.yorktest.com

Essential Fats

Fats can be good and bad

Good fats include:

GLA - rich in evening primrose 
and borage oil, derived from 
sesame, sunflower seeds

EPA & DHA - rich in fish oil and 
oily fish (salmon, herring, 
mackerel, kippers, tuna), 
derived from flax and pumpkin 
seeds

Bad fats include:

Burnt fat from meat

Hydrogenated 
vegetable oils

Deep-fried foods, 
generating trans-fats



Omega 3 and Depression

Six out of eight clinical trials show significant improvement 

- about double that seen with SSRI anti-depressants, 

which double the risk of suicide. 

Best results are seen with 1000mg of EPA.

Hamilton Rating Scale

 Stoll et al  49% improvement

 Nemets et al  52% improvement

 Osher et al  50% improvement
Nemets B et al., 2002, Am J Psychiatry 159:477-479.

Fish Oils and Depression

A trial published in the American Journal of 

Psychiatry, tested the effects of giving twenty 

people suffering from severe depression, who 

were already on anti-depressants but still 

depressed, a highly concentrated form of omega 3 

fat, called ethyl-EPA versus a placebo. By the third 

week the depressed patients were showing major 

improvement in their mood, while those on 

placebo were not. 

Common other signs of Essential Fat deficiency

Poor coordination

Hyperactivity and inattention

Slower cognition and learning difficulties

Excessive thirst

Excessive urination

Chronic fatigue

Dry or rough skin, dry hair or dandruff

Eczema and asthma

Omega 3 and Mercury Content of Fish

1.83??1.102??marlin

1.43??1.402??swordfish

54.000.052.70fresh salmon

38.600.051.93fresh mackerel

39.250.041.57canned sardines

38.500.041.54Canned/smoked salmon

3.750.401.50fresh tuna

32.750.041.31herring

19.170.061.15trout

1.950.190.37canned tuna

3/mercury

ratio

mercury
mg/kg

omega 3

g/100g

FISH

Source: FSA 2004

Top Tip – Eat Seeds

1.  Fill a glass jar with a sealing lid, 
half with flax seeds half with 
sesame, sunflower and pumpkin 
seeds.

2.  Keep the jar sealed, and in the 
fridge to minimise damage from 
light,heat and oxygen.

3.  Put a mixed handful in a coffee/
seed grinder, grind up and put on 
cereals or soups or, alternatively, 
munch a handful.

4. !You need a tablespoon a

! day, or dessertspoon for kids.

Serotonin & Tryptophan deficiency



J



Depressed patients have low serotonin 
& noradrenalin

A total of 52 normal and 74 depressed volunteers 
were tested for platelet levels of  noradrenalin and 

serotonin. The results shows that 82% of depressed 
patients had 67% lower noradrenalin levels than 

controls(p = .0002) while 73% of depressed patients 
had 81% lower serotonin levels than controls (p = .

0008).
Audhya T Clinical Chemistry. 2005, Vol 51(6) Supplement; A248

Evidence for Efficacy of 5-HTP 

Ref: I. von Sano I, 1972, L-5-Hydroxytryptophan (L-5-HTP) therapie, Folia Psychiatrica et 
Neurologica Japonica, Vol 26(1), 1972, pp. 7-17. • T. Nakajima T et al., 1978, Clinical Eevaluation 
of 5-Hydroxytryptophan as an aAntidepressant, Folia Pychiatrica et Neurologica, Vol 32(2), 1978, 

p225 • A. Woggon A &and J. Schoef J., 1977, The treatment of depression with L-5-
Hydroxytryptophan versus Imipramine, Arch Psychiat. Nervenkr., Vol 224, 1977, pp. 175-186

The first study proving the mood-boosting power of 5-HTP was 
done in the 1970s in Japan, under the direction of Professor 

Isamu Sano of the Osaka University Medical School. He gave 107 
patients 50 to 300mg of 5-HTP per day, and within two weeks, 

more than half experienced improvements in their symptoms.  By 
the end of the four week of the study, nearly three-quarters of the 
patients reported either complete relief or significant improvement, 

with no side-effects. This study was repeated by Nakajima et al 
who also found that 69 per cent of patients improved their mood. 
A trial in Germany found 5-HTP to be as effective as the tricyclic 
anti-depressant imipramine, with a fraction of the side-effects.

5-HTP Effective for Depression

There have been 27 studies using 5-HTP for the 

treatment of depression, involving 990 people to date, 

most of which proved effective. Of these, 11 were 

double-blind placebo controlled, six of which measured 

depression using the Hamilton Rating Scale. 

% Improvement in Hamilton Rating Scale vs placebo or drug

Alino et al          39% improvement

Nardini            56% improvement

Rousseau          13% improvement

Van Praag (72)  40% improvement

Van Praag (84)  30% improvement

Quadbeck          34% improvement

Ref: Turner E et al., Pharmacology&Therapeutics (2005)

5-HTP vs SSRI 

A double-blind trial headed by Dr Poldinger at the 
Basel University of Psychiatry gave 34 depressed 
patients 300mg of 5-HTP and 29 patients 
fluvoxamine an SSRI antidepressant. At the end of 
the six weeks, both groups of patient had had a 
significant improvement in their depression, however 
those of 5-HTP had had a greater improvement in 
each of the four criteria assessed – depression, 
anxiety, insomnia and physical symptoms, as well as 
the patients self-assessment. 

Ref: Poldinger, et al (1991). A functional-dimensional approach to depression: 

serotonin deficiency and target syndrome in a comparison of 5-

hydroxytryptophan and fluvoxamine. Psychopathology, 24, 53-81

© Holford & Associates

Sunlight/full spectrum light

Exercise

Low GL diet plus chromium

Tryptophan/5-HTP

Lack of stress

Co-factor nutrients (eg B3, B6, folate, C zinc, magnesium)

Methyl nutrients (SAMe, TMG, B6, B12, folic acid)

Omega 3 (EPA)

Serotonin & Mood Boosters

Stress, sugar and adrenal overload
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What!s wrong with sugar?

Excessive sugar intake has been implicated in: 

aggressive behaviour

anxiety

hyperactivity and attention deficit

depression

eating disorders

fatigue

learning difficulties 

Sugar is an addictive anti-nutrient.

Glycemic Index of Common Foods

Fructose 20

Oats 49

Apple 39

Pear 38

Wholegrain rye bread 41

Wholewheat spaghetti 42

Brown basmati rice 58

Sweet potato 54

Soya beans 15

Rough oat cake 38

Carrots 47

Apple juice 40

Slow Releasing Foods 

Sucrose 59

Cornflakes 80

Banana 62

Raisins 64

White bread 70

White spaghetti 50

White rice 72

Potato(baked) 85

Chocolate 49

Rice cake 81

Fanta 68

 Fast Releasing Foods
The GL of a food is worked out as follows:

GI score (divided by 100)

multiplied by 

the available carbohydrate 

(carbohydrates minus fibre) in grams.

Take watermelon as an example: 

Its glycemic index (GI) is pretty high, about 72. 

A serving of 120 grams has 6 grams of available carbs per serving

Its  Glycemic Load is  0.72 x 6=4.32, rounded to 4, per serving.

Glycemic Load

10 GL serving of Common Foods

Low GL Foods High GL Foods 

2 large punnets of strawberries 2 dates

6 oat cakes 1 slice of white bread

4 bowls of oat flakes or porridge   1 bowl of cornflakes

A large bowl of peanuts A packet of crisps

1 pint of tomato juice Half glass of Lucozade

10 handfuls of green beans 10 french fries

6 tablespoons of xylitol 2 teaspoons of honey

Low GL Diets Cause More Weight Loss On 
Same Calories

Animals fed high 
calorie diets 
providing the 

identical number of 
calories show much 
less weight gain and 
fat gain on a low GL 

diet.
 

• = high GL           = low GL



A Low GL diet is most effective for weight loss - more so than low 
calorie, low fat diets or high protein, low carb diets

A low GL diet causes more weight loss on the same calories – by 
positively affecting metabolic rate

A low GL diet is easy to maintain - by reducing hunger and craving 
for sweet foods

A low GL diet is good for your health - creating rapid improvements 
in cardiovascular health and blood sugar control, and long-term 
reduced risk for cardiovascular disease, cancer and diabetes.

 Twenty people were placed on the Holford Low GL Diet for 
eight weeks. Four were unable to complete for personal 
reasons, leaving sixteen. The average weight loss was a 

highly significant 10.25lbs, equivalent to 1.3lbs per person 
per week. Body fat percentage dropped by an average of 
2%. In addition, 94% reported greater energy, 67% had 

greater concentration, memory or alertness, 67% had less 
indigestion or bloating, clearer and less dry skin ,  50% 
reported fewer feelings of depression and more stable 

moods. There was also a significant drop in blood pressure.

Ref: Holford et al, Journal of Orthomolecular Medicine Vol. 21, No. 2, 2006

Low GL diet weight loss and mood

Low GL diets vs conventional diets

   According to the authors “Overweight or obese people 
lost more weight on a low Glycaemic Load diet and had 
more improvement in lipid profiles than those receiving 
conventional diets.” The review compared the results of 
six well designed trials comparing low GL diets with 
conventional diet, based on reducing calories.  Other 
benefits were greater loss in body fat, reductions in bad 
#LDL" cholesterol, and increase in good #HDL" 
cholesterol.

Thomas D et al The Cochrane Library 2007, issue 3

Andrew!s story

Andrew is a case in point. When he had his cholesterol 

measured it was 8.8. He was put on statins and, six 

months later, it was 8.7. He was also gaining weight, 

feeling tired and stressed, and not sleeping well. 

With help, Andrew changed his diet and started taking 

supplements very close to what we recommend here. 

Three weeks later, he had lost 10lbs, his energy levels 

were great, he no longer felt stressed and he was 

sleeping much better. And his cholesterol level had 

dropped to a healthy 4.9.

www.holforddiet.com

Tryptophan, 5-HTP & Melatonin for Sleep

Tryptophan has also proven consistently effective in promoting 
sleep if taken in amounts ranging from 1 to 4g. Smaller doses have 
not proven effective.You also need to take it at least 45 minutes 
before you want to go to sleep, again ideally with a small amount 
of carbohydrate such as an oatcake.

Supplementing 100 to 200mg of 5-HTP half an hour before you go 
to bed helps you get a good night"s sleep.

Melatonin,which is a neurotransmitter,not a nutrient,is proven to 
help you get to sleep but needs to be used much more cautiously 
than a nutrient. In controlled trials it"s about a third as effective as 
the drugs,but has a fraction of the side effects. Discuss with your 
doctor. Try between 3mg and 6mg before bed.



Magnesium might help

In one study,from 1998,it both helped insomnia 
and restless legs.

Magnesium may also help depression.

Most people don"t get enough. Magnesium is 
found in dark green vegetables, nuts and seeds. 
Pumpkin seeds are especially rich.

An ideal intake is 500mg. You"ll probably be able to 
eat 200mg, supplement an additional 100mg in an 
#optimum nutrition" multi, and may benefit from a 
further 100 to 200mg in the evening.

Pauline is a case in point. Prescribed Zimovane, she managed to 

come off it with a carefully balanced nutritional plan. As she says,

“After a very bad viral infection my doctor put me on Zimovane 
because I needed to sleep. I remained on it. I tried so many 

times to come off it and failed. Once I didn’t have any for three 
days,couldn’t sleep and drove into the back of a car! I decided 

I wanted to come off it and followed your advice. I took a 
supplement containing 5-HTP, B vitamins and 

magnesium,plus some valerian and,after a week, I was off 
Zimovane. To this day I still take these nutrients and I feel 

great. Goodbye Zimovane!”

Goodbye Zimovane!

Valerian reduces anxiety & insomnia

One double-blind study in which participants took 
600mg of valerian 30 minutes before bedtime for 
28 days found it to be as effective as oxazepam,a 
drug used to treat anxiety. Another found it to be 
highly effective in reducing insomnia compared 

with placebos. The evidence for valerian"s 
effectiveness is definitely growing, with nine 

positive trials reported so far.

Ref: M. Dorn, Forschende Komplementärmedizin und Klassische 

naturheilkunde, vol. 7, 2000, pp.79–81;  E. U.Vorbach et 

al.,Psychopharmakotherapie,vol.3,1996,pp.109–15.

Chromium Connection

Chromium, diabetes & depression

Chromium (600mcg) improves #atypical" depression, as well as 

weight and sugar cravings, symptoms of which are:

• Do you crave sweets or other carbohydrates?

• Are you gaining weight? 

• Are you tired for no obvious reason? 

• Do your arms or legs feel heavy? 

• Do you tend to feel sleepy or groggy much of the time? 

• Are your feelings easily hurt by the rejection of others? 

• Did your depression begin before the age of 30?

Refs: Davidson J et al Biological Psychiatry 2003;53(3):261-4.
Docherty, J et al Journal of Psychiatric Practice 2005: 11(5):302-314

 Ref: Davidson et al. 2003
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ACTION for  your mood

Sunlight/full spectrum light

Exercise

Psychotherapy

Low GL diet plus chromium(500mcg)

5-HTP (100mg a day up to 300mg)

Co-factor nutrients (B3, B6, B12, folate, C zinc, 
magnesium* 300mg for anxiety/insomnia)

Check your homocysteine. If high increase methyl 
nutrients (folate, B12, B6, SAMe, TMG)

Omega 3 (EPA 1000mg a day)

Also worth exploring....

St John"s Wort

Mauve factor (B6 & Zinc)

Coeliacs and other food allergies

High histamine

www.foodforthebrain.org
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