
C
om

plem
entary and A

lternative M
edicines in P

sychiatry
A

gent
P
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U

se in 
P
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P
roposed 

M
echanism

 of 
A

ction

Effectiveness
Suggested D

osage (if 
know

n)
Side Effects and Safety

D
rug Interac-

tions
B

ottom
 Line

5-hydroxytryptophan 
(5-H

TP)
D

epression
Precursor to 5-H

T
About 30 clinical trials w

ith prom
ising results 

though design and sam
ple size are lim

ited
200-300 m

g/d divided 
tid-qid

N
ausea, vom

iting, diarrhea, 
abdom

inal pain; fatal eosino-
philia-m

yalgia syndrom
e in the 

1980s-90s attributed to contam
-

inated batches

Avoid serotonergics
Short half-life and nausea neces-
sitate tid-qid dosing, m

aking this 
agent som

ew
hat inconvenient

C
ham

om
ile

Anxiety
U

nknow
n

O
ne sm

all random
ized trial in m

ild to m
oder-

ate G
AD

1100 m
g/d

W
ell tolerated, though allergies 

and anaphylaxis reported
Avoid antiplatelets 
and anticoagulants

Sm
all study that suggests m

odest 
efficacy in m

ild to m
oderate anxi-

ety (p=
0.047)

Inositol
D

epression, 
panic disorder, 
O

C
D

U
nknow

n
M

inim
al efficacy data; m

ostly studied as adjunct
12-20 gm

/d
Flatulence, m

ania
U

nknow
n

Lim
ited data to support its use 

except possibly in treatm
ent resis-

tant cases, as augm
entation

Kava
Anxiety, 
insom

nia
U

nknow
n

A num
ber of m

eta-analyses and system
atic review

s 
have found in favor of kava over placebo in anxi-
ety, but results are not consistent

125-250m
g/d

Sedation, trem
ors, ataxia, visual 

disturbance, m
ild euphoria, uri-

nary retention, hepatotoxicity, 
scaly skin rash w

ith heavy use

P450 1A2, 2C
9/19, 

2D
6, 3A4 inhibitor; 

additive effects w
ith 

C
N

S depressants

N
ot recom

m
ended due to potential 

hepatotoxicity, m
ore com

m
on side 

effects, and possible drug inter-
actions

L-theanine (Cam
ellia 

sinensis, green tea 
plant)

Anxiety; 
schizophrenia 
(as 
augm

entation)

Antioxidant am
ino 

acid w
hich m

ay in-
crease 5H

T and D
A 

production, inhibi-
tion of glutam

ate 
reuptake

Prelim
inary evidence suggests feelings of relax-

ation in healthy people at resting state but does 
not seem

 to reduce experim
entally-induced antic-

ipatory anxiety. O
ne study suggests reduced anx-

iety w
hen used as adjunct to antipsychotics in 

patients w
ith schizophrenia

200-400 m
g/d

W
ell tolerated

U
nknow

n
M

ay provide relaxation but no evi-
dence to support use in anxiety 
disorders. M

ay consider as adjunct 
in schizophrenia

M
elatonin

Insom
nia

Shifting circadian 
rhythm

 pattern
Large am

ount of data supports role in im
proving 

sleep onset (though only by 4-24 m
inutes) but evi-

dence less clear for im
provem

ents in sleep dura-
tion or quality

3-5 m
g

D
izziness, enuresis, excessive 

daytim
e som

nolence, headache, 
nausea; avoid anim

al-tissue 
derived products

C
YP450 1A2 inhi-

bition
H

elpful in jet lag or w
hen hypnot-

ics are contraindicated though only 
expect quicker onset of sleep, not 
better or longer sleep

M
ethylfolate (D

eplin) 
and folates

D
epression

M
onoam

ine syn-
thesis

C
linical trials have yielded equivocal results in 

patients w
ith m

ajor depression; m
ay im

prove 
response, but not rem

ission, rates w
hen added to 

SSRI in resistant patients 

7.5-15 m
g/d

M
ay m

ask sym
ptom

s of vitam
in 

B12 deficiency
D

ecreased anticon-
vulsant serum

 levels
M

ay consider as adjunct, particular-
ly in those w

ith low
 baseline folate 

levels; try cheaper folic acid first

N
-acetyl cysteine

Addiction 
(especially 
cocaine), bipolar 
disorder, O

C
D

, 
trichotillom

ania, 
schizophrenia

Antioxidant precur-
sor to glutathione

Several sm
all random

ized controlled clinical tri-
als and nonrandom

ized cohorts or case reports 
suggest tolerability and efficacy in a num

ber of ill-
nesses

1200-2400 m
g/d

W
ell tolerated

U
nknow

n
M

ostly prelim
inary data in w

ide 
range of psychiatric illness; m

ore 
research needed but m

ay hold 
prom

ise. Safety and positive results 
thus far support its use, particular-
ly as adjunct

O
m

ega-3 fatty acids 
(EPA, D

H
A, alpha-

linoleic acid, fish oils)

D
epression, 

Bipolar disorder, 
AD

H
D

C
ell m

em
brane flu-

idity
Efficacy data in m

ood disorders conflicting and 
ideal dose not established; prelim

inary evidence 
suggests sm

all im
provem

ents in AD
H

D

1-2 g/d
N

ausea, loose stools, fishy after-
taste

M
ay prolong bleed-

ing tim
e; m

ay have 
additive effects w

ith 
antihypertensives

G
eneral health benefits, safety and 

m
odest effects suggest use can be 

considered as adjunct; use prod-
ucts w

ith >
60%

 EPA content
S-adenosylm

ethionine 
(SAM

e)
D

epression
Increases N

E and 
5H

T
Review

 of 48 studies suggested efficacy in m
ild-to-

m
oderate depression, w

ith m
ore than half of stud-

ies producing positive results; studies lim
ited by 

inconsistencies, sm
all num

bers and short duration

200-800 m
g bid

W
ell tolerated but nausea, diar-

rhea, constipation, m
ild insom

-
nia, dizziness, sw

eating report-
ed

Avoid serotonergic 
agents, antiplatelets 
and anticoagulants

Prom
ising, but m

ore studies need-
ed before using w

idely in m
ild to 

m
oderate depression

Saffron stigm
a (Crocus 

sativus)
D

epression
U

nknow
n, likely se-

rotonergic
Lim

ited num
ber of sm

all studies found it m
ore 

effective than placebo and at least equivalent to 
im

ipram
ine and fluoxetine

15 m
g bid

W
ell tolerated, but nausea, 

vom
iting, headache reported

Avoid antiplatelets 
and anticoagulants

Very lim
ited data; only consider in 

m
ild depression; true saffron very 

expensive
St. John’s w

ort
D

epression
Increases N

E and 
5H

T
M

ore effective than placebo, likely as effective as 
low

-dose TC
As and SSRIs in m

ild depression; no 
m

ore effective than placebo or sertraline for m
od-

erate to severe depression

300 m
g tid

Insom
nia, vivid dream

s, rest-
lessness, G

I discom
fort, diar-

rhea, fatigue, and headache

M
any; P450 3A4, 

2C
9, 1A2 inducer; 

avoid serotonergic 
agents

U
se only in m

ild depression; exer-
cise caution w

ith regard to poten-
tial drug interactions

Valerian
Anxiety, 
insom

nia
U

nknow
n

Studies are poor and extrem
ely lim

ited and have 
found no benefit over placebo, both in anxiety 
and insom

nia

400-600 m
g/d (insom

nia); 
500-1200m

g/d divided tid 
(anxiety)

H
eadache, diarrhea

U
nknow

n
Evidence rem

ains w
eak; cannot be 

recom
m

ended

Vitam
in D

D
epression

U
nknow

n
Inconsistent results; one study show

ed im
prove-

m
ent in m

ild depression
800-2000 IU

/d
W

ell tolerated although high 
dose can result in toxicity

N
one

M
ore positive clinical trials needed 

before this can be recom
m

ended
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