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the  m ajo rity  o f  the  pa tien ts  w e re  ab le  to  repo rt w h ich  
b rand s o f  syn the tic  cannab ino id  b lend s the y  sm oked , 
d e te rm in ing  the  spe c ific  syn the tic  cannab ino id  agon ists  
w ith in  the se  b lend s w ou ld  have  requ ired  ana ly z ing  sam -
p le s o f  the  ac tua l sub stance  tha t the  pa tien t sm oked ; the  
con ten ts o f  the se  p roducts  a re  no t accu ra te ly  listed , a re  
con stan tly  chang ing , and  m ay  no t b e  de te c tab le  in  com -
m erc ia lly  ava ilab le  d rug  sc reen s. A  u rine  te st sc re ened  
fo r am phe tam ine s, phencyc lid ine , co ca ine , and  m arijua -
na , and  w e  ob ta ined  b lood  a lcoho l le ve ls  fo r a ll o f  the  
pa tien ts  a t the  tim e  o f ho sp ita l adm ission . Re su lts  o f  a  
u rine  sc reen  w e re  po sitive  fo r the  pa tien ts  w ho  adm itted  
to  re cen t m arijuana  u se . No  o the r sub stance s w e re  found  
in  the  pa tien ts ’ u rine , and  none  had  de te c tab le  b lood  a l-
coho l le ve ls . B lood  te sts  fo r syn the tic  cannab ino id s w e re  
ob ta ined , and  the  re su lts  w e re  po sitive  fo r tw o  pa tien ts.

D iscu ssio n

To our knowledge, no cases of new-onset psychosis after 
the use of synthetic cannabinoids have been reported. Two 
case reports described the reemergence of psychosis fol-
lowing the use of synthetic cannabinoid compounds (2, 3). 
In one of these cases, the patient had a history of cannabis-
induced psychotic episodes (2). A recent article reported that 
synthetic cannabinoid agonists may precipitate psychosis in 
vulnerable individuals with known psychotic illness (4). Our 
case series includes patients with no known psychotic illness 
who experienced prolonged psychotic episodes after smok-
ing synthetic cannabinoid blends.

The protracted presence of psychotic symptoms well be-
yond acute intoxication—sometimes lasting months—is con-
cerning. Physicians should be aware that the use of synthetic 
cannabinoids can be associated with psychosis and investi-
gate possible use of synthetic cannabinoids in patients with 
inexplicable psychotic symptoms.
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P sycho sis  A sso c ia ted  W ith  syn the tic  Cannab i-
no id  A gon ists: A  Case  se rie s

To the Editor: Recreational use of synthetic cannabi-
noid agonist-containing compounds, commonly known as 
“Spice,” has become increasingly popular. These products 
consist of nonpsychoactive plant material coated with vary-
ing combinations of synthetic cannabinoid agonists (1). Very 
little is known about the toxicology and psychiatric effects of 
these drugs. We present a case report in which the smoking 
of synthetic cannabinoid agonists precipitated new-onset  
psychosis.

Ca se  Repo rt

Ten  o the rw ise  hea lthy  m en  w e re  adm itted  w ith  new -
onse t p sycho sis to  the  p sych ia try  w ard  a t the  Nava l M ed i-
ca l Cen te r san  D ie go  be tw een  August and  D ecem ber 2 010 . 
The  pa tien ts w e re  be tw een  21  and  25  years o ld  and  had  
no  h isto ry  o f p sycho sis. o ne  pa tien t repo rted  a  fam ily  
h isto ry  con sisten t w ith  a  p rim ary  p sycho tic  d iso rde r (an  
aun t). Fou r pa tien ts had  aud ito ry  ha llu c ina tion s and  tw o  
had  v isua l ha llu c ina tion s, n ine  had  parano id  de lu sion s, 
s ix  had  odd  o r fla t a ffe c t, fou r had  though t b lo ck ing , s ix  
had  d iso rgan ized  speech , se ven  had  d iso rgan ized  behav -
io r, th ree  had  a lo g ia , fou r had  su ic ida l id ea tion , s ix  had  
in som n ia , s ix  had  p sychom o to r re ta rda tion , th ree  had  p sy -
chom o to r ag ita tion , and  tw o  had  anx ie ty. A  d istin ct w ax ing  
and  w an ing  stupo rous appearance  w as com m on  am ong  
the se  pa tien ts. H o sp ita liza tion s ranged  from  6  to  1 0  day s, 
and  se ven  o f the  1 0  pa tien ts re ce ived  an tip sycho tics. se v -
en  o f the  pa tien ts ’ p sycho tic  sym p tom s re so lved  be tw een  
5  and  8  day s a fte r adm ission , w he reas th ree  pa tien ts con -
tinued  to  have  p sycho tic  sym p tom s m o re  than  5  m on th s 
a fte r p re sen ta tion . A ll o f the  pa tien ts in  th is se rie s sta ted  
tha t they  had  sm oked  syn the tic  cannab ino id  p roducts on  
m o re  than  one  o ccasion , rang ing  from  fou r u se s o ve r a  
3 -w eek  pe riod  to  da ily  fo r 1 .5  years. The  on se t o f p sycho tic  
sym p tom s varied  from  a fte r the  fou rth  u se  to  a fte r m o re  
than  1  year o f u se . A ll pa tien ts den ied  p sycho tic  sym p tom s 
be fo re  u sing  syn the tic  cannab ino id  p roducts.

Tw o  o f the se  pa tien ts  had  u sed  on ly  syn the tic  can -
nab ino id s p rio r to  the  em ergence  o f  the ir p sycho tic  ep i-
sode s, w he reas the  rem ain ing  pa tien ts  had  u sed  e ithe r 
m arijuana  o r a lcoho l a long  w ith  syn the tic  cannab ino id s. 
Fou r o f  the  pa tien ts  la st u sed  m arijuana  2  o r m o re  w eeks 
b e fo re  the y  u sed  the  syn the tic  cannab ino id . The  tem po ra l 
re la tion sh ip  be tw een  syn the tic  cannab ino id  con sum p tion  
and  p sycho tic  sym p tom s w as d e te rm ined  from  in fo rm a-
tion  p ro v ided  by  repo rts  from  friend s, fam ily  m em be rs , 
m ilita ry  com m and , and  the  pa tien ts  them se lve s. A lthough  


