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A B STRA CT ~ O b j e c tiv e : Pre c l i n i cal and clinical studies demonstra te a hyperac t iv i ty of
the nore p i n e p h rine sy s tem in patients with posttraumatic stress disord er (PT S D ) . a( 2 )
ad re n ergic agonists have been shown to amel i o ra te symptoms of PT S D, l i k ely because of
their ability to dampen noradrenergic tone. This study tests the ability of the a(2) adren-
ergic ago n i s t , g u a n f ac i n e, to reduce the symptoms of PT S D. E x p eri m e n tal Design :
Patients with ch ronic PTSD were randomized (1:1) to an 8-week doubl e - bl i n d,
p l ac eb o - c o n trolled treatment of g u a n f acine followed by a 2–month, o p e n - l a b el ex te n s i o n
p h a s e. Patients were maintained on their sta ble doses of a l l o wed antidepressants duri n g
the tri a l . E f f i cacy was measured by the following assessment sca l e s : C l i n i c i a n
A d m i n i s tered PTSD Scale (CA P S ) , M o n t go m ery As b erg Depression Rating Sca l e
( M A D RS ) , C l i n i cal Global Impre s s i o n - S everi ty (CG I - S ) , C l i n i cal Global Impre s s i o n -
I m p ro vement (CG I - I ) , and Davidson Trauma Scale (DT S , s el f - re p o rt ) . Pri n c i p a l
O b s erva ti o n s : T h ere were no significant differences in the drug versus plac ebo re s p o n s e s
for the clinician-ad m i n i s tered or patient sel f - re p o rt outcome measures in this small sam-
ple of p redominantly male combat ve terans with PT S D. Ho wever, the medication was
well tolera te d. C o n c l u s i o n : Similar to previous findings , this small pilot study failed to
show differences in the response to guanfacine versus plac ebo in a small sample of p re-
dominantly male combat ve terans with PT S D. Ps ych o ph a rm a c o l o gy Bull e t i n .
2 0 0 8 ; 4 1 ( 1 ) : 8 - 1 8 .
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INTRODUCTION

There is extensive preclinical and clinical evidence that supports
noradrenergic (NE) dysregulation in the pathophysiology of posttrau-
matic stress disorder (PTSD).1–5 Rigorous psychophysiologic studies
have clearly demonstrated heightened sympathetic nervous system
arousal in patients with PTSD,6 including higher 24-h urinary NE
excretion in combat veterans with PTSD compared to controls,1 a sig-
nificant downregulation of platelet a(2) adrenergic receptors in combat
veterans with PTSD compared to normal controls,7 and increased
flashbacks and panic attacks following a pharmacologic challenge with
yohimbine, an a(2) adrenergic antagonist that increases NE release.8

M e d i ca t i ons that dampen the centra lly hyp e ra c t i ve NE state can be ben-
eficial in the treatment of PT S D, i n cluding those that decrease NE re l e a s e
(i.e., centrally acting a(2) agonists such as clonidine and guanfacine)9,10

and those which block postsynaptic NE receptors (e.g., centrally acting
a(1) or b receptor antagonists such as prazosin or propranolol).11–13

Based on the previous re s e a rch described earl i e r, cl i n i cal inve s t i g a t o r s
h a ve hyp o t h e s i zed that guanfacine may be as efficacious in re d u c i n g
PTSD sym p t om s . C l i n i ca lly, guanfacine has demon s t rated effica cy in
other con d i t i ons inv o lving ca t e cholamine dys re g u l a t i on , i n cluding som e
f o rms of hyp e rt e n s i on1 4 and attention-deficit hyp e ra c t i v i ty disord e r.1 5 – 1 7

To date, t h e re have been case studies describing ameliora t i on of PT S D -
related nightmares and other sleep disturbances with guanfacine tre a t-
m e n t .1 8 , 1 9 M o re re c e n t ly, an 8-week, d o u b l e - b l i n d , p l a c e b o - c on t ro ll e d
t rial of guanfacine for the treatment of PTSD was conducted by Neyl a n
et al.2 0 in a sample of ve t e rans with ch ronic PT S D, who were either med-
i ca t i on - f ree or on stable ph a rm a c o t h e ra p y.The results of this study failed
to show significant diffe rences between guanfacine and placebo in
i m p roving the sym p t oms of PT S D, sleep quality, or general mood.

This paper is a report of a placebo-controlled study of guanfacine as
either monotherapy or as an adjunctive medication to SSRI treatment
for PTSD in veterans. The study was conducted simultaneously to the
Neylan et al.20 study and serves as an additional and independent exam-
ination of the potential efficacy of guanfacine in treating PTSD.
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