
P
os
te
d
on

A
u
th
or
ea

1
N
ov

20
21

—
T
h
e
co
p
y
ri
gh

t
h
ol
d
er

is
th
e
au

th
or
/f
u
n
d
er
.
A
ll
ri
g
h
ts

re
se
rv
ed
.
N
o
re
u
se

w
it
h
ou

t
p
er
m
is
si
on

.
—

h
tt
p
s:
//
d
oi
.o
rg
/1
0.
22
54
1/
au

.1
63
57
55
26
.6
99
95
17
0/
v
1
—

T
h
is

a
p
re
p
ri
n
t
an

d
h
a
s
n
o
t
b
ee
n
p
ee
r
re
v
ie
w
ed
.
D
a
ta

m
ay

b
e
p
re
li
m
in
a
ry
.

Ketamine Treatment for Refractory Anxiety: A systematic review

Jamie Tully1, Amelia Dahlén2, Connor Haggarty3, Helgi Schiöth2, and Samantha Brooks4
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Abstract

There is a growing interest in the psychiatric properties of the dissociative anesthetic ketamine, as single doses have been shown

to have fast-acting mood-enhancing and anxiolytic effects, which persist for up to a week after the main psychoactive symptoms

have diminished. Therefore, ketamine poses potential beneficial effects in patients with refractory anxiety disorders, where

other conventional anxiolytics have been ineffective. Ketamine is a non-competitive antagonist of the N-methyl-D-aspartate

(NMDA) glutamate receptor, which underlies its induction of pain relief and anaesthesia. However, the role of NMDA receptors

in anxiety reduction is still relatively unknown. To fill this paucity in the literature, this systematic review assesses the evidence

that ketamine significantly reduces refractory anxiety and discusses to what extent this may be mediated by NMDA receptor

antagonism. We highlight the temporary nature of the anxiolytic effects and discuss the high discrepancy among the study

designs regarding many fundamental factors such as administration routes, complementary treatments, and other treatments.
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