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university of Graz (Styria, Austria). They stated that it 
is not admissible to deduce the amount and duration a 
local effect from the half life elimation in another com-
partement. On the other side the most relevant param-
eter to measure the efficiency of such an intervention is 
pain. Two of the studies mentioned in our report ( Senel 
et al., Dehkordi et al.) clearly stated an improvement in 
the amount and duration of the analgetic effect by the 
supplement of tramadol. The first idea to add an opioid 
for our nerve root infiltrations was the report of several 
patients that they experienced a return of their radicu-
lar pain after about half a day after the infiltration an 
then a slow decrease of this pain over the next couple 
of days. From our experience so far this rebound of pain 
has decreased since we add tramadol to our infiltration 
regime. Unfortunately we don´t have the data to sup-
port this observation. We also agree that one would 
not expect a benefit from tramadol after 2 weeks but 
the relatively low risk of adding tramadol argues for 
further investigation concerning the pain relief in the 

first 24 to 48 hours. 
The response to your second objection is quite easy. 

The specification for the amount of ropivacain should 
have read 5mg instead of 2mg. We apologize for that 
error. 
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Letters to the Editor

Muscle Rigidity Associated with Pregabalin

Pregabalin, like gabapentin, is a structural analog 
of gamma aminobutyric acid (GABA), which binds to 
the alpha-2-delta subunit of N-type calcium channels, 
resulting in decreased release of several neurotransmit-
ters (1,2). It has been shown to be effective for neuro-
pathic pain, but pregabalin can induce adverse events 
such as dizziness, somnolence, and peripheral edema 
(3). Other side effects have been rarely reported. Two 
patients who developed muscle rigidity while taking 
oral pregabalin are presented.

Case 1 was a 69-year-old man who presented with 
pain and numbness in his right upper and right lower 
limbs. He had a traumatic right brachial plexus injury 
10 years earlier. He was prescribed clonazepam (4 mg 
orally), etodolac (400 mg orally), and gabapentin (1600 
mg orally) for pain. However, the visual analog scale 
(VAS) score for pain at rest was 66 mm. Therefore, he 

was changed to pregabalin (300 mg orally) from gaba-
pentin (1600 mg orally) when pregabalin was approved 
in Japan in October 2010. The VAS score at rest was 59 
mm, and his pain decreased. Seven days after starting 
pregabalin, he felt rigidity in his arms and legs. Prega-
balin (300 mg orally) was changed to gabapentin (1600 
mg orally) 14 days after starting pregabalin. The muscle 
rigidity thereafter resolved.

In the second case, a 75-year-old man presented 
with a chief concern of sharp and burning pain in the 
7th and 8th dermatomes of the right chest following 
thoracic postherpetic neuralgia 10 years earlier. He was 
prescribed oxycodone (10 mg orally) for pain. However, 
the VAS score at rest was 82 mm. In addition, he was 
prescribed pregabalin (75 mg irally); the VAS score at 
rest was 42 mm, and his pain decreased. However, be-
cause he felt that his leg muscles were stiff and rigid, 
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he returned to our pain clinic 8 days after starting pre-
gabalin. His serum creatine phophokinase was 76 IU/L 
(normal range for men, 67–251 IU/L), his blood urea ni-
trogen was 19 mg/dL (normal range, 8-20 mg/dL), and 
his serum creatinine was as low as 0.76 mg/dL (normal 
range, 0.8-1.2 mg/dL). There was no evidence of renal 
failure or rhabdomyolysis. Pregabalin (75 mg orally) 
was changed to clonazepam (1.5 mg orally); his muscle 
stiffness and rigidity resolved, and his VAS score at rest 
was between 30 mm and 40 mm.

Pregabalin and gabapentin are some of the newer 
drugs approved as anticonvulsants and for the treat-
ment of neuropathic pain (4), and they are classified 
as adjuvant drugs in the World Health Organization 
analgesic ladder. However, compared to gabapentin, 
pregabalin is more rapidly absorbed (one hour for pre-
gabalin, 3-4 hours for gabapentin) and has higher bio-
availability (more than 90% for pregabalin, 33-66% for 
gabapentin) (5). The absorption of gabapentin is satu-
rable, whereas the absorption of pregabalin increases 
with increasing dose, resulting in linear pharmacokinet-
ics (6). Pregabalin has the advantage of requiring less 
frequent dosing and has been as effective as gabapen-
tin at much lower doses. However, adverse events asso-
ciated with pregabalin have been reported frequently, 
though muscle rigidity after pregabalin administration 
has not.

Perez Lloret and colleagues (7) reported a case of 
parkinsonism after pregabalin administration. In their 
case, the patient developed a parkinsonian-like syn-
drome with rigidity in both upper and lower limbs. 
Their report, however, does not suggest a possible 
mechanism for muscle rigidity induced by pregabalin.

On the other hand, pregabalin is a calcium blocker. 
Martí Massó and colleagues (8) reported calcium block-
er-induced parkinsonism in patients older than 60. We 
thought that the muscle rigidity was a symptom of par-
kinsonism, and the mechanism of muscle rigidity prob-
ably involved reduction of the release and synthesis of 
striatal dopamine by a calcium blocker effect (9). More-
over, it has been reported that calcium blockers reduce 
presynaptic levels of dopamine in the brain and may 
precipitate parkinsonian symptoms (10).

The second potential reason for muscle rigidity 
after taking pregabalin may be rhabdomyolysis, since 
muscle rigidity is a symptom of rhabdomyolysis. Pa-
tients with renal failure may be particularly prone to 
developing muscle rigidity. Pregabalin is eliminated by 
the kidneys, and 98% of absorbed doses is excreted un-
changed in the urine. Therefore, one would expect that 

the blood concentration of pregabalin would be high 
and adverse effects would occur frequently in patients 
with renal failure. Although the present cases were old-
er patients and may have had decreased kidney func-
tion, neither of them had renal failure.

In summary, muscle rigidity in patients taking nor-
mal doses of pregabalin was described. To the best of 
our knowledge, this is the first report describing muscle 
rigidity in patients due to pregabalin treatment.
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Caudal Epidural Injections for the Treatment of 
Tarlov Cysts: Suggestions for the Better Results

TO THE EDITOR

It is with great interest that we read the case report 
by Freidenstein et al, “Minimally invasive interventional 
therapy for Tarlov cysts causing symptoms of interstitial 
cystitis,” published in the 2012 March/April issue of Pain 
Physician (1).

This is a well organized and prepared case report 
which showed successful result in treating Tarlov cysts 
with symptoms similar to interstitial cystitis. To treat 
these cysts in this article, authors performed caudal 
epidural injections by inserting the needle only a few 
millimeters through the sacral hiatus and administer-
ing 3 ml of 1% lidocaine and 40 mg of triamcinolone. 
Authors thought that the reduction of inflammation 
around the cysts may lessen the cyst distention and 
subsequent pressure on the nearby nerve root. In ad-

dition, they recommended to avoid dural puncture 
during the procedure and to use low-volume drugs to 
prevent inadvertent increase in pressures. We applaud 
the authors’ work, however, we have some different 
points of view on the injection method and the volume 
of injectate.

First, we believe that the injection method should 
be adjusted according to the location and size of Tarlov 
cysts. Because the cyst itself or the secondary inflamma-
tion hinders the delivery of steroid and local anesthetic 
agent to the target lesion, it would be more effective to 
inject as near as possible to the cysts. In addition, Tarlov 
cysts possibly cause symptoms compressing or irritating 
nearby nerve roots as the herniated intervetebral discs 
(2). Also, caudal epidural injections need large volume 


