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6. EMRPBILACHESERONBIEESTDH

lﬁﬁkbauiﬁ 3 RFEERERE FEREEE+ERUFERERET kb, —HRC
VO EEEAMER (CDH) 0Rb FVERR, EREOAMHBFEEOILA K X 2 EMELAE
# (medication-overuse headache: MOH) T® 3. BCKTRLUAI»SEEE N T/ IDEK
fBiX, TEYIZEBRBEBEOIERERO I DELTHOBETLERBZADDH 3.

MOH D512, s 3 EHAEER FORBA*FIET 22 THEZ. B> TEEH DI L dR
LEERI L THDL, 777, HRIREEERIED 1D, ERXCHEE®HZO T, FEAF
ETRECEBNSENDI LR ZVEOTBSLETHS 5. EFHAORR L 2o BHRED
Fis5, BEHBLLETH S, ERORAREOEE, BEORELZH S L THEEHRLDOER
VEETHSE. BT L0, EREZBHE EWCL ) FRIIELS 2, EFlzdhikd
zrrpTeEg, 1EML S W TEBENHEAD 2 IIEBRERT 2SN H 5 I LK
SNTWVWE. ZOLIRFITOAREREICOVWTIR, BEEMmIH 52, B HEsIRH
6, MENEH LI %L, LEROARL TELZHD. Lrb—SWHET 0LV
rubhTWwa, 7272, MEOR# S 2L, CDH ©3 5 1/4 FAR L2720 TRIR
BHRVEDHELHD, ZOBOMEBELL TR, IO WTALAE A7uqF, b
Y 7Y VREA, HDLEFEBEOTHANEEEL L TEBO 2 Y VU0 SEREOARD X
WEERTWEY, HHECHL S 2RELZRINEA TV IORERRNI DEOT I YT
FrRFEENTWS, '

1] HEEREtT 5 —ICB 3ERMRTER & EWELR —ERRATE L aFER
l (Cephalalgia. 2004; 24: 483-90)"
B8 Bty — 5222 LTV 2BECS T 2EEROEA Y — v 2Ra L, EA
RS TO BB BIE LELBTORERR TR T 5.
Mg FEEZRED S 192 POEAHER FELREEOFBESERL £ ICHTRE
KEE FEEEERE - REAFEREERCER LA b)) CEVILAEFRE
EERHE LT 1980 05 2001 FiH i TORIAE 25— MR,
s NVESY—LSERASSE, T 7 I/ 72y, TAEYY(ASA), ThllSt
O NSAIDs, A€ T—}F, TEFAFYFILE BREIVIFIIY, ATHY
P, NI NYTEY, YFLI T, FI MV T UBREEAT V.
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R EAGSHATS5. 288/ H0h o7, 48H1 (10.5%) 510 5B E/HTH 57
BES FREBEEL TLABE DL TR, KOEFIZ DL TEEANED o5

2. N ES - VERESEHE48%, T VT I/ T7x2246.2%, A BT -
33.3%, ASA 32.0%, BEEBEIL Y IV 11.8%, AT LUTS V1079,
NSAIDs 9.8%, Y3 hUTF5 2 4.6%, VMY TE21.9%, +5 )74

>~ 0.6%. ZD456BID S 5 318 B (69.7%) 1IBEBLIZERTI L 7z (Group 1) g,
13841 (30.3%) REBILb57 (Group 2). 1 EHOEHERTI, Glo
BI%DEREEOBRIBED S, G2 TD I 2%ICHNEETH 57 (p<
0.0001). FEIRIC, EERERFEHMEL G1T61.2%BI L, G2 D 14.8%ic L

BETH-7 (p<0.0001). BEBIATHENIME L RO ERICR > 72
Wi FHERNBERRS3 000, IORNTRERE LS —VRER, 44
A FOEETMOH 2£URTWIERRENTWS, L7L, B2HERbLE
TREFAESNZZERELAY RO TRREEESLECTH S, 72 MOH %
EERL, BB ¥, PRPEE TR EN, BEECERS
ERTREBL VR ZLFIEES OERBLER Z £ 2RT,

2

EYEIBEROBRAELBRTFAIARF: | EMnETA 2HE (Neurology. 2003;

60: 1682-3)

BfY: 1 FHOBMEMHFEICL S MOH BREEFLBERTFARFERET 3.

X% FEAIEA R EERTTAETH o 72 98 Flo MOH BE 0 1 £/ R = B,

AR APTRE T MOH OFRR & 2 - e AL SUEE, A5 3 V8IF, N7y
BHROIBZHEL TS, X512, MOH &KL & 250E X H 58S, FREAE
B, FEEREE+BREERCSEIATYL S,

BR: VAR FEBROTERT S RENTASSH (89%), 798 (82%) TESA
Jo. BRI 1R 30 B1(38%) TH ST ds, B Lk AEESEEEO MOH
TRERIERED b OICHNEBCERLSV R o7 (22%5 77%, p<0.001).
272, REFEHBITHAZ LMY TS CEAZINT Y I CBE (19%% 20%, B
BEZL) CHAEFOEERERCHD, BFEE (19%5 58%, p<0.001) &
A e ERCHRS o7,

¥Em: MOH OBRICEEREL ZZHBOSY {7, [RROER L & - - EH OEESHE
5422 pHepICER:. P FIUHMOH 222 T 0L OBELD
308, FBETRNY 7P VOB, FEEE MOH ks €03 Ik
RLEbDEEZ N3, —F, ZORMERIRENERS, > FE L MOH
BERLPTWVEVI ZIEERBLTHE.

3]

K.

P75 RO RREO BRI < fF 5 RWELFIRR ORI (Neurology.
2001; 57: 1694-8)%
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Ny A UBIE, ATy 3 UBIE, SEE L REBRBARATY S kG AT
EEOBEWAHL 4 BE), EREOLEDK ¥IH: HHBECRSU2EHOH
mw;%@%@ﬁ%,E%@%ﬁﬁﬁwaﬁ%ﬁﬁﬁﬁtbt%%,bUf&y
OEERRE 4.1 8) #8, TATF I (6.7H) PHEFEE 9.5H) KHNTHE
FicE» o7 (p<0.002). BE U HETREFOEREE, TNVITY IVPEHEE
LD R FY U HNEECEDS 572 (p<0.005). HEEEOLERZI LTS I
DEEHELID MY Y UNEECS R o7 (p<0.05). ZOEABREBEEE
COWTHERET, 7y UELRESMSEL, BESEroT. FHER
FUOBETE, DENEESHAPMO S A 7OEHENE~T, BEHRS
BERE» -7 (p<0.02).

. EEEEOEEIR S i, BREOEECKELL

1] EaEmh oRE L7z MOH IC 51T 3 BKRBNHTF (Cephalalgia.  2005; 25: 519-

22) 4)
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SR S RE L7 MOH 41§ & S/ FEEM 41 Bl e &ic, DSM-IVIcED
WS LEERIC L DTl ET o 7.

S & 5E L7 MOH Tileis FEfc AT IEE (F5%4.5), T%
B (F5%5.95), SEBEEMNOBMMEFBEOME (F5E7.6) 50
1 RFERRNTEHDLY, IOLdBRENOES EVMEEOCEMED, ME
7 BRI~ MOH WEA T 3 METOREL SHEEL T, L, HHE
ERECREERI B o7
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EEED, & 2 EEERONEREEE L BHEAEL L (R TOmEGOEAK
E0& U 14 Bic 15 BELEE T 2 FEREERE S EAEER L FREEREEBORS
LEEETH S BESEECHr O Tbh s HARE T <, AHMED» 2 L THE
U ESRsSE VWSS 1 MOH £3| 522 3 At 72 D&y, MOH RTSERORAZ L
k> T bEIEET SN DO TREN 5 HIMA 2 F%E & L CEBRL 2 itz RCT #i7EE %
V>, 7272 MOH R ORI B L TORAEFER W Dpash, Thw 5 MOH %

SEOER RELTESOBERECODVTIERLLLOBELALTDHS. *
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MOH RGBT &5 BRI A S W GREL T IC L 5 b O TREBERDO S 2 8%
DOEOHERDOERTH 2. TEF VA4 BT RTHHAERATRELIET > I~y
FEVSY, MOH o D3 wRE L LT, TR DR BAGIER £ BYHEEEA 2 ES T 3R
DRFFEBRBEICAVIELTVS, 0L 2FBEBEREEICE L ) EBEOEEIEOSEE Y,
BETHHILERLIEBDEELOND,
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MOH »Hi3R3 2E i3, U, L VbR, 8L LT %éhfb%?‘ﬁ&k
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Multi-center Randomized Control Trial of Etizolam Plus
NSAID Combination for Tension-type Headache
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Abstract

Objective Benzodiazepines are commonly used for the treatment of tension-type headache (TTH), however,
there are few randomized controlled trials recommending the use of these drugs in Japan. This study was un-
dertaken to evaluate the efficacy of etizolam, a thienodiazepine derivative, in combination with a non-
steroidal anti-inflammatory drug (NSAID) as an acute treatment for TTH. )

Methods The study design was a multi-center randomized control trial and included 144 patients. The diag-
nosis of TTH was based on the criteria of the International Classification of Headache Disorders-1 and all
patients were diagnosed with episodic tension-type headache (ETTH). Changes in the severity of headache
and shoulder pain were graded using a Visual Analogue Scale (VAS) before and after administration of
drugs. Patients were randomized into NSAID alone (NSAID, mefenamic acid, 250 mg)group and NSAID
(mefenamic acid, 250 mg) plus etizolam (0.5 mg) (NSAID-ET) group prior to treatment.

Results Although both groups showed a significant drop in VAS for headache and shoulder pain (p<0.01),
there was no overall significant difference between the NSAID-ET and NSAID groups. However, headache
was improved significantly in female patients (p<0.05), and shoulder pain was improved in young and female

patients (p<0.05, p<0.04) in the NSAID-ET group.
Conclusion
or female patients.

This study indicates that the combination treatment of etizolam and NSAID is useful in young

Key words: episodic tension-type headache, non-steroidal anti-inflammatory drugs, etizolam

(DOI: 10.2169/internalmedicine.46.6226)

Introduction

Tension-type headache (TTH) is one of the most common
primary headaches. Its lifetime prevalence in the general
population ranges in different studies from 30 to 78% (1, 2).
The infrequent subtype has very little impact on the individ-
ual and does not command much attention from the medical
profession. However, frequent sufferers can encounter con-
siderable disability that sometimes warrants expensive drugs
and prophylactic medication.

The most widely used evidence-based drugs for the man-
agement of TTH are the non-steroidal anti-inflammatory
drugs (NSAIDs) in acute treatment and antidepressants for

preventive treatment (3-14). Benzodiazepines are commonly
used for the treatment of TTH (15-18), however, there are
few randomized controlled trials (RCTs) recommending the
use of these drugs (19). Etizolam is a thienodiazepine de-
rivative, which is a short-acting and ultra-rapidly eliminated
benzodiazepine (20) and the only approved benzodiazepine
for administration to TTH patients under the Japanese health
insurance system. As for NSAIDs, Aspirin, acetaminophen
and mefenamic acid (21) are approved for administration to
TTH patients under the Japanese health insurance system,
including for episodic tension-type headache (ETTH). How-
ever, no RCT studies have been done for these drugs. The
aim of this study was to evaluate the efficacy of etizolam
combined with an NSAID as an acute treatment for ETTH
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Eligible subjects
(n=144)

Randomized to
NSAID-ET (n=72)

Did not take medication(n=3)
Unavailable for follow-up(n=2)
Took study medication(n=67)

Withdrawn (n=2)
Protocol violation(0)
Incomplete data(0)

Completed trial
(n=65)

Randomized to NSAID
(n=72)

Did not take medication(n=3)
Unavailable for follow-up(n=3)
Took study medication{n=66)

Withdrawn (n=2)
_Protocol vielation(0)
Incomplete data(0)

Completed trial
(n=64)

Figure 1. Profile and flow diagram for subjects enrolled in the randomized control trial.

in a RCT.

Patients and Methods

The study design was a multi-center RCT of 144 patients
with TTH. This study was conducted in 2003-2004 at six
centers throughout Japan. The study was approved by insti-
tutional review boards appropriate for each investigator and
all study participants gave written informed consent. Qutpa-
tient volunteers with a clinical history of TTH that had been
generally relieved in the past with over-the-counter (OTC)
analgesics were recruited. The diagnosis was based on
ICHD-I (22) criteria, and all TTH patients were diagnosed
with ETTH. :

Patients who were taking continuous treatment with pre-
scription doses of analgesics, NSAIDs, tranquilizers, or mus-
cle relaxants (concomitant medications that might confound
the pharmacological effects of the study drugs) were ex-
cluded.

The following additional exclusion criteria were stipu-
lated: chronic non-drug treatment for headaches, use of an
OTC headache remedy within 12 hours or use of a prescrip-
tion headache remedy within | day prior to taking the study
drug, unless approved by the investigator. Pregnant or
breast-feeding women or patients who had participated in an
investigational drug trial in the past 30 days were also pro-
hibited from entering the study.

The changes in degree of headache and shoulder pain
were graded using the Visual Analogue Scale (VAS) before
and after administration of drugs. NSAID (mefenamic acid
250 mg) alone (NSAID) and etizolam (0.5 mg) plus NSAID
(mefenamic acid 250 mg) (NSAID-ET) drug packaging was
identical in shape, size, weight and color. The reason why
we used mefenamic acid as an NSAID was that the drug
stability could be guaranteed in drug packaging with etizo-
lam. These two drugs were randomized and given to the pa-
tients. Ten packs were given to each patient.

Subjects were instructed to ingest the study medication
only after experiencing an acute TTH of at least moderate
severity. They were also instructed to record in a diary the
date and time of ingestion, pain intensity before treatment
and pain intensity and pain relief after treatment recorded at
final ingestion in the two to four weeks until the next visit
to an outpatient office. Pain intensity was recorded on a
VAS in a headache case report form. For subjects with con-
comitant conditions that required drug therapy, those condi-
tions, and any side effects and the medications used were
recorded on the case report form.

The primary efficacy parameter was the changes in degree
of headache and shoulder pain by VAS before and after ad-
ministration of NSAID and NSAID-ET. Predefined secon-
dary efficacy parameters were the changes in degree of
headache and shoulder pain according to sex and age
(young and old) before and after administration of drugs.
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