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Figure 2. Top: VAS for headache decreased from

5.69£2.36 to 2.36=2.09 in the NSAID-ET group (N-E)
(p<0.01), and from 5.40£2.07 to 2.67+2.15 in the NSAID
group (N) (p<0.01). However, there was no significant differ-
ence between the NSAID-ET and NSAID groups. Bottom:
VAS for shoulder pain decreased from 6.10+2.29 to 3.67+2.45
in the NSAID-ET group, and from 6.00£2.37 to 4.02+2.52 in
the NSAID group (p<0.01). However, there was no significant
difference between the NSAID-ET and NSAID groups. Data
are mean = SD.

Table 1. Background of Participating Subjects and Change
in VAS
NSAID + Etizolam (n=65) NSAID (n=64)
Age (median) 403£14.24(37) 39.6x14.4* (37)
Sex (male) 17 17
Drug intake (packs) 4.6=0.7° 4.6£0.7*
VAS for headache
Before 5724 5.4221°
After 7.442.1% 274224
VAS for shoulder pain
Before 6.1=23* 6.0+2.4*
After 3.742.4% 4.0:2.5%

*Data are mean = SD

520,01, compared with before treatment.
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Figure 3. Headache improved significantly in the female
patients (*p<0.05,) of the NSAID-ET group (N-E). Data are
mean = SD.

All data are expressed as mean+SD. Differences between
groups in pre- and post-VAS changes were analyzed using
repeated-measures analysis of variance (ANOVA). A P value
of less than 0.05 denoted the presence of a statistically sig-
nificant difference.

Results

Although 144 patients were included in the study, com-
plete follow-up was possible in only 129 patients: 15 pa-
tients dropped out during the treatment period (Fig. 1). The
mean and median age of subjects was 39.9 and 37 years, re-
spectively, so we divided the participants into a “young” and
“old" groups based on age less or greater than 39 years.
There were no significant differences in age, sex, or number
of subjects within the two treatment groups. The mean drug
intake (packs) after administration was 4.620.7 packs in the
NSAID-ET group, and 4.620.7 packs in the NSAID group
(Table 1).

The VAS for headache decreased from 5.7:24 to 2.422.1
in the NSAID-ET group (p<0.01), and from 54+2.1 to 2.7+
2.2 in the NSAID group (p<0.01, Table 1, Fig. 2). For
shoulder pain, VAS decreased from 6.1+2.3 to 3.7£24 in
the NSAID-ET group, and from 6.0+2.4 to 4022.5 in the
NSAID group (p<0.01, Table 1, Fig. 2). On the other hand,
there was no significant difference between the NSAID-ET
and NSAID groups in terms of overall efficacy for headache
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Figure 4. There was no significant difference in degree of
headache between young and old patients. Data are mean =
SD.

and shoulder pain. However, headache was improved signifi-
cantly in female patients (n=88, p<0.05; Fig. 3), and no dif-
ference in young and old patients (Fig. 4). Shoulder pain
was significantly improved in females (n=88, p<0.05;
Fig. 5) or in young patients (n=73, p<0.04; Fig. 6) in the
NSAID-ET group. Side effects were observed in 24.4% of
patients, with sleepiness being the most common in the
NSAID-ET group, however, no patient dropped out due to
side effects (Table 2).

Discussion

The most widely used evidence-based acute treatment for
management of TTH is with NSAIDs. The analgesic agents
[acetaminophen (3-7), aspirin (3, 6), ibuprofen (5, 7-13), ke-
toprofen (6, 12, 13), and naproxen (4, 12)] are all effective
as analgesics in TTH.

The underlying pain mechanisms in TTH are highly dy-
namic and both central and peripheral mechanisms seem to
be important (23). The exact contributions of the peripheral
mechanism (muscle contraction) and central mechanism in
TTH are still unclear. Benzodiazepines are commonly used
for TTH treatment, as agents that address both the central
and peripheral mechanisms (15-18). The efficacy of the ben-
zodiazepine compound alprazolam has been confirmed for
chronic TTH (19). In addition, a long-term protocol of re-
laxation exercises combined with diazepam is reported to

DOL 10.2169/internalmedicine.46.6226

470

Degree of shoulder pain

before wreatment sfler restment
male
Degree of shoulder pain
10
; 1’ T
* % T

o
1
-
it
- |

VAS
E
=

before treatment after reatment

female

Figure 5. Shoulder pain improved significantly in the fe-
male patients (**p<0.04) of the NSAID-ET group (N-E), Data
are mean = SD.

produce the best long-term results in decreasing muscle ten-
sion and reducing pain complaints, as found by Lavallee et
al in chronic anxiety patients (24). However, few RCTs have
assessed objectively the efficacy of the drugs. Comparison
of the relative efficacy of drugs, including analgesics, in
TTH is complicated by the self-limiting nature of this indi-
cafion and a high placebo response rate (25), In order to im-
prove the quality of controlled trials in TTH, RCTs are
needed.

Caffeine is known to have analgesic adjuvant activity, as
reviewed by Laska et al (26), in a variety of pzin conditions.
In this study, we investigated the analgesic adjuvant activity
of etizolam. Although the present study demonstrated no
significant decrease of headache and shoulder pain overall in
the subjects, there was a significant reduction of symptoms
in young or female patients receiving NSAID-ET. The rea-
son that etizolam exerted an apparent adjuvant effect only in
young or female patients is not clear at present. However,
we speculate the following mechanism. Boggards and ter
Kuile reported in their meta-analysis that 78% of the general
population is reported to have experienced @ TTH during
their lifetime, and that TTH is reported more frequently by
women (88%) than by men (69%) (2). Treatment effects
were unrelated to duration and transfer of treatment. Treat-
ment outcome was related to all patient characteristics stud-
ied: younger patients improved more than did older patients,
and studies with a higher percentage of female patients and
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Figure 6. In young patients, shoulder pain improved signifi-
cantly (¥p<0.05) in the NSAID-ET group (N-E). Data are
mean = SD,

sclf-referred patients tended to have better results (2). The
mean age of the sample was interrelated and negatively re-
lated to treatment outcome: patients with more chronic TTH
and those who were older had less benefit from treat-
ment (2). Furthermore, very minor osteoarthritis of the neck

Table 2. Incidence of Adverse Events

NSAID + Etizolam (n=65) NSAID (o=64)

Adverse effects
n (%) n (%)
sleepiness or fatigue 6(9.2) 0
dizziness 2(31) 1(1.5)
nausea 0 1(1.5)
diarrhea 0 105

or shoulder may exist in some of aged patients. Such a
skeletal problem may reduce the adjuvant effect etizolam,

Although we observed some side effects from etizolam
(sleepiness or fatigue in 9.2% of patients of the NSAID-ET
group), no patient dropped out due to a side effect. This re-
sult suggests that etizolam in combination with NSAIDs is
well tolerated for treatment of ETTH,

Although patients in both the NSAID and NSAID-ET
groups showed significant decresses in VAS for headache
and shoulder pain, etizolam in combination with an NSAID
was effective for headache and shoulder pain treatment in
young and female patients. The present study indicates that
combination treatment with NSAID and etizolam is useful
in young and female patients.
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Bilateral Cerebellar Infarction Caused by Intracranial Dissection
of the Vertebral Artery after Long Periods of “Shiatsu”

Hisatake Iwanami®, Masaaki Odaka, Koichi Hirata

Abstract

For five years, a 56-year-old woman had undergone “Shiatsu” (a technique that uses fingers and the
palm of the hand to apply pressure to particular sections of the body's surface to correct neck stiffness and
body imbalances in order to maintain and promote health). She suddenly developed neck pain, dizziness,
dysphagia, and speech and gait disturbances during treatment. A neurological examination detected
bradylalia and truncal and mild bilateral limb ataxia of the cerebellar type. Diffusion-weighted brain MRI
showed multiple hyperintense signal lesions at the bilateral cerebellar hemisphere in the posterior inferior
cerebellar artery territory. Three-dimensional computed tomographic angiography (3D-CTA) revealed
irregular stenosis of the intracranial right vertebral artery (string sign). Dissection of the intracranial
portion of the vertebral artery owing to trauma is rare. Physicians need to be aware of patients who have
acute dissecting infarction after long periods of repeated trivial pressure such as "Shiatsu”. 3D.CTAisa

very useful diagnostic procedure for arterial dissection.
(Received: August 7, 2006, Accepted: November 1, 2006)

Key words : intracranial vertebral artery dissection, shiatsu, cerebellar infarction
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