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A Double Blind Crossover Study of Lexotan
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Fig. 1. 7-bromo-5 (2-pyridyl)3H-1, 4-benzodiaze-
pine-2(1H)-cne

Peak plasma level® 18:o] 2 plasm® half life:
201z o] =,

i EH 4 Bandall(1968) 2 Leoxtane] SR sk
tranquilizing, anti-fighting 9 anti-convulsive action
ol gl ol&l fEML chlordiazepoxidet diazepamx

kPR 8T A SRR RPN
Fe.
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o dieh e EERfT A HUEEEfE Al diazepam
Reh e BiEetz et
Hel A o] Fo1A BKEHRE Sl fRe<d Lexotang

WRUER & Fubel s RECRER ¥ ol 2 SRR,
A, BRIEM SR = o v YA s @
©(Okuma et al., 1971, Kerry et al., 1972, Drapper,
1975, Okuse et al., 1971)

& WHel A= ZHT@EE double blind crossover
method-& #if]de] A ehel ot

WeHE R Hz

A PHIRE 19784 1L Y6 19799 6744 4 4k
FAHbe MEEREARE 2 AR EEA A T
BRIE, OMEE, BRG] e
CHE BE 04E HReR d9n o859 ZEd
“E Al % BRI Table 17 o}

Wi DSM 19 48wk

Table 1. Age and sex distribution for diagnosis

L A Ob-cpmp.  Bsychosor
Age Anxiety N and phobia matic T
Sex \ s —_—— otal
M. F. M. F. M. F.

18~29 6 4 5 2 3 2 22
30~39 2 1 1 1 3 4 12

40~49 1 1 1 0 1 2 6

Total 15 10 15 40

Lexotan placeboo] %R E Hi#eslr] god —&
Bt THES FAstAch. & BRdA 44 A
o BHE MifTslolch, BET 2oz Yol AR
€ Lexotan$ 18 9mg(3%8le 3mgsk 3@ WRH) B
P& 10 18mg (35 3te] 6mgX 3 M) $isalgl o},

A, B#fS = 2ffo 7 11ye] L-Ppre Lexotan& 6

HE %tz 1 SMEE T2 placebod 6
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Zo |EEFEDS T2 HEoD MEARE #HHAU
= P-LEte placebod WA X\ t} & Lexotan&
LHse HEo s 3EA WEIAT.

double blind methodd] o 2 BV HFEI= B
% Lexotan placebo® EHIsHA #&=% st

FHEHEL Global Symptom Checklist(15f8 HiE
st 20Ee] HEEREE o2 HE)E AN &
&9 FEHE 4BER Baotel FE(0:n0 sym-
tom, 1:mild, 2:moderate, 3:severe).
" Global Checklisty SfpfkEasi=t K2H A=t & %
wikm FEedc = 3EAMY REAA  HHC
*igs & fle BRASAT

T e KERAA tEMe= vdEvE Y HE
47}7) fE4kS Global Checklistoll 4 F&3tel 4 wiB
9] target symtone ¥ W3 £% Higstast. (McLeod
et al., 1970)

R B B R

1. Tablela? ArieiiEtk HMIF(Global Symp-

Table 2a. Sum of global psychiatric symptom checklist (P-L group)

tom Checklist)oll 4 AZf(Lexotan 9mg/day) % BH#
(Lexotan 18mg/day)e) ¥kahfEdkel BhBe) ®ite
LexotanftBifkel] 4] placeboBEn el & A dA F U= (A
o] Al Lexotano] 112, placebort 165, controlo] 184
B®) A Lexotane] 107, placeborl 161,
188e] 5 eh).

Lexotao-placeboRE(L-P)BE& Table I b. <14 B =y}
s} 7to] AEE(Lexotan 9mg/day) ¥ BEf(Lexotan 18
mg/day)e] HEifEikel #Ee Lexotan HEREBIA
placebot 2ok @A A FH(ARAA Lexotane]
114, placebo 156, coptrol 1940} BEfell A4 = Lexo
tan 107, placebo 151, control 194°] 3L =t).

o] #H 2 Chi square test® 3}o HiEme 2 B
wale] Ao 2RI 2 gt Ad. M

Comporison of A group(Lexctan 9mg/day)-B group
(Lexotan 18mg/day):
placebo-Lexotan groupel 4 df=2 z*=0.324 p>0.5
Lexotan-placebo groupel 4 df=2 £?=0.148 p>>0.5

Comparison of control (pretreatment)—placebo:
placebo-Lexotan groupel 4 df=1z?=0.037 p=>0.5

controle]

Group A(9mg/day, N

Symptom/group

Pretreat.

=10 Group B(18mg/day, N:lp)ﬂ

Lexotan Pretreat. placeho

. {control) Placebo (control) Lexotari

1. Anxiety 20 17 8 21 16 6
2. Inner tension 20 17 20 17 8
3. Restlessness 18 17 13 15 13 9
4. Feeling of inadequacy 13 12 10 18 16 13
5. Depressed mood 18 16 13 17 15 13
6. Poverty of affect 6 5 4 5 4 4
7. Disturbance of concentration 16 13 11 17 13 11
8. Irritability 7 7 3 8 7 4
9. Loss of drive 14 13 11 14 12 9
10. Excitation 3 2 2 2 1
11. Impairment of social contact 4 7 6 4
12. Phobia 13 12 6 14 13 5
13. Compulsive idea 16 14 9 17 15 8
14. Decreased libido 8 6 8 7 7
15. Decreased potency 4 3 5 5 5

Total 184 165 112 188 107

comparison with A and B group
with control and placebo
with placebo and Lexolan

comparison
comparison

df=2 2=0.324 p7>0. 5
df=1 2*=0.200 p>0.5
df=1 x*=12.156 p<<0.005
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Table 2b. Sum of golobal psychiatric symptom checklist (L-P group)

Group A (9mg/day, N=10) N

Group B (18mg/day, N=10)

Symptom/group &,‘:gf&tﬁ Lexotan Glacebo ?Cr:rtlffglt)' Lexotan Placebo
1. Anxiety 21 8 16 22 5 15
2. Inner tension 19 10 16 20 7 16
3. Restlessness 15 10 13 14 8 12
4. Feeling of inadequacy 16 12 i4 17 13 14
5. Depressed mood 19 12 14 18 12 14
6. Poverty of affect 7 5 5 6 5 5
7. Disturbance of concentration 17 11 14 16 11 14
8. lrritability 9 5 8 9 4 7
9. Loss of drive 15 9 13 13 9 11
10. Excitation 3 2 2 3 1 1
11. Impairment of social contact 8 4 5 7 4 4
12. Phobia 14 7 12 15 6 12
13. Compulsive idea 17 9 14 18 8 13
14. Decreased libido 7 7 8
15. Decreased potency 3 7 6

Total 194 114 156 194 107 151

comparison with A and B group
comparison with control and placebo
comparison with placebo and Lexotan

Lexotan-placebo groupel A df=1 22=0.037 p>>0. 05

Comparison of placebo-Lexotan:
placebo-Lexotan groupdl 4 df=1 x?=12. 156 p<.0. 005
Lexotan-placebo groupe] A df=1 2?=8. 373 p<0. 005

M A group(Lexotan 9mg/day) st B group(Lexotan
18mg/day) Atelel = Z£®%7t 91 controlz} placebo
Alojol = 7E& s ¢ler placebos) LexotanAle]of &
HET =R I+t

2. Table HaolA 2 vis} o] BHERA &
= placebo-Lexotanffol Al ARE T BEEQ BrEiEite)
fEh o Lexotanit Bl A placebofrBagE el ¥ A 3
okeh. (AgEol 4 Lexotan 123, placebo 227, control
256°] = Bl A Lexotan 111, placebo 228, control
267°] $i =),

Lexotan-placeboBte] Al . ARE 2 BEES) HH8£EH 9
M Lexotanft BTt 4] placebolk BN o @A 5
woleb (AFEel A Lexotan 124, placeho 222,
267°]% Bl A Lexotan 116, placebo 210,
2650] gl ).

ol FERE HAHEMH 2 £¥Y ERE
2o

control

control

o g3}

df=2 2°=0.148 p>0.5
df =1 z?=0.037 p>0.5
df=1 2?=8.373 p<0. 005

Comparison of A group (Lexotan 9mg/day)-B g-
roup (Lexotan 18mg/day):
placebo-Lexotan groups] A df=1 z2=0.85 p<0.5
Lexotan-placebe groupel A df=2 x2=0.211 p<0.5

Comparison of control (pretreatment)-placebo:
placebo-Lexotan groupel 4 df=1 22=2.437 p>0.5
Lexotan-placebo groupel 4 df=1 2*=5.453 p<(.05

Comparison of placebo-Lexotan:
placebo-Lexotan groupel 4] df=1 z?=43. 444 p<0. 005
Levotan-placebo groupsl 4 df=1 £2=34. 04 p<<0. 005

B A groupst B groupAleledl e #HES ¢l con-
trol#} placeboo] 4] Lexotan-placebo groupdl Al R
7t L= A& Lexotano 2 fEfRo] 7R =} &of pla-
cebo® HHAT KRz LBES.

3. %% FERL Table N4 miuiel zo] sigy
$e#i g+ placebo 9 Lexotani:iliso ey m &
EMR I Z controls} placebo 2
& LBy .

4. ZEol W E #{ki Table Vol 2 uls} 3o
% ZBrH target symptom v} 2.5 7td},

a) FLMERIE © anxiety, inner tension restlessness,

control#} Loxotang
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Table 3a. Sum of global somatic symptom checklist (P-L group)

Group A (9mg/day, N=10)

Group B (18mg/day, N=10)

Symptom/Group Pretreat.

Pretreat.

(control) Placebo Lexotan (control) Placebo Lexotan

1. Difficulty in falling asleep 12 10 5 12 10 4
2. Disturbance of sleep 18 16 8 17 15 6
3. Fatigue 22 19 14 24 20 12
4. Loss of appetite 10 7 10 7
5. Increased appetite 4 3 3 2
6. Dizziness 15 13 8 17 14 8
7. Paresthesia 12 10 6 13 11 5
8. Sensation of pain 15 13 7 16 4 6
9, Hot flush 16 14 7 15 13 5
10. Bout of sweating 13 12 6 11 10 5
11. Headache 25 23 11 27 24 9
12. Dyspnea 12 10 5 11 9 4
13. Precordial pain 6 5 3 106 9 4
14. Palpitation 20 18 7 22 19 6
15. Paroxysmal tachycardia 4 4 2 3 3 2
16. Dysphagia & indigestion 18 15 7 20 16 8
17. Nausea 16 15 6 17 14 6
18. Vomiting 3 6 3
19. Constipation 8 6 7
20. Diarrhea 2 2

Total 256 227 123 267 228 111

P R T A ol o o

[
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comparison with A and B group
comparison with control and placebo
comparison with placebo and Lexotan

Table 3b. Sum of global somatic symptom check

df=2 z*= 0.85 p>0.5
df=1 z*= 2.437 p>0.5
df=1 %= 43.444 p<0.005

list {(L-P group)

~ A group (9mg/day, N=10)

B group (18mg/day,N=10) B

symptom Fcroe;:fglt)- Lexotan Placebo F(:r:xﬁfglt). Lexotan Placebo
Difficuly in falling asleep 13 5 11 12 4 10
Disturbance of sleep 18 7 15 18 6 14
Fatigue 23 14 20 22 14 19
Loss of appetite i1 7 11 7
Increased appetite 4 3 4 3
Dizziness 16 8 14 15 9 13
Paresthesia 13 7 10 11 6 9
Sensation of pain 14 7 12 16 7 12
Hot flush 15 7 13 14 6 12
Bout of sweating 12 7 11 12 6 10
. Headache 27 11 23 28 10 22
Dyspnea 13 5 11 12 4 9
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13. Precordial pain 7 3 5 6 3 4
14. Palpitation 25 8 20 23 7 19
15. Paroxysmal tachycardia 3 2 3 3 1 2
16. Dysphagia & indigestion 17 7 14 22 8 15
17. Nausea 15 6 12 17 6 12
18. Vomiting 2 2
19. Constipation 6 5
20. Diarrhea 6 2 2 5
Total 267 124 222 265 116 210
comparison with A and B group df=2 £?=0.211 p>>0.5
comparison with control and placebo df=1 z?=5.453 p<0.025
comparison with placebo and Lexotan df=1 z2=34. 04 p<0.005
Table 4a. Difference of psychic symptom score P-8
for each symptom L-6 c-1 p>0.05
Symptom “Score Comparis;)n P-value 11 Impariment of social C-30 c-P p>0.05
S contact P-22
1. Anxiety Cc-84 C-P p>0.05 L-16 C-1L p>>0.05
P-64 12. Phobia C-56 C-P  p>0.05
L-27 C-L p<0.01 P-49
2. Inner tension c-79 C-P p>0.05 L-24 C-L p<0.01
P-66 13. Bompulsive idea C-68 c-P p>0.05
L-34 C-L p=>0.01 P-56
3. Restlessness C-62 C-P p>0.05 L-34 C-L p<<0.01
P-55 14. Decreased libido C-34 C-P p>0.05
L-40 C-L p>0.05 P-29
4. Feeling of C-64 c-P p>>0.05 L-28 C-L p>>0.05
inadequacy P-56 15. Decreased potency c-21 Cc-P p>0.05
L-48 C-L p>0.05 P-18
5. Depressed mood c-72 c-P p>0.05 L-17 C-1L p>0.05
P-59 C: control {pretreatment) -
L-50 C-L  p<0.05 P: placeho
6. Poverty of affect C-24 c-P p>0.05 L: Lexotan
P-19 Table 4b. Difference of somatic symptom score
L-18 c- p>0.05 for each symptom
7. Disturbance of C-66 C- p>0.05 Symptom S}:ore Comparison P-value
concentration P-54 .
L-44 C-L  p>0.05 1. Difficulty in falling (C-49 Cc-Pp p>0.05
8. Irritahility Cc-33 c-p p>0.05 asleep P-39
P-29 L.-18 C-L p<0.01
L-16 c-L p<<0.01 2. Disturbance of sleep C-71 C-P p>0. 05
9. Loss of drive C-56 c-p p>0.05 P-57
P-49 1.-27 C-L p<0.01
1.-38 C-L p>0.05 3. Fatigue C-91 cC-P p=>0.05
10, Excitation Cc-11 C-P p>0.05 pP-74
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10.

11.

12.

13.

14.

15.

16.

17.

18.

Loss of appetite

Increased appetite

Dizziness

Paresthesia

Sensation of pain

. Hotflush

Bout of sweating

Headache

Dyspnea

Precordial pain

Palpitation

Paroxysmal
tachycardia

Dysphagia &

indigestion

Nausea

Vomiting

—&=E: 2ol Z W 3 Lexotans] A4 d+—

L-54
c-42
P-36
L-28
Cc-15
P-14
L-11
C-63
P-53
L-33
C-49
P-40
L-24
C-61
P-51
L-27
C-60
P-50
L-25
C—48
P-43
1.-24
C-107
P-90
L-41
C-48
pP-37
L-18
Cc-29
pP-23
L-13
C-9%0
P-76
L-28
C-13
P-12
L-7
c-m
P-60
L-30
C-65
P-53
1.-24
c-23

a
1
=

p<0.01
p>0.05

p>0.05
p>0.05

p>0.05
p>0.05

p<0.01
p>>0.05

p<<0.01
p>0.05

p<0.01
p>>{0.05

p<0.01
p>0.05

p<0.01
p>>0. 05

p<0. 01
p>0. 05

p<<0.01
p=>0.05

p<<0.01
p>0.05

p<0.01
p>0.05

p>0.01
p>0.05

p<0.01
p>0.05

p<0.01
p>0.05

P-18

L-10 C-L p<0.01
19. Constipation C-33 C-P p>0.05

P-29

L-24 cC-L p<0.05
20, Diarrhea c-21 c-p p>>0.05

P-16

L-8 C-L p<<0.01

.C: control (pretreatment)
P: placebo
L: Lexotan

Table 5. Sum of target symptoms for each diagnosis

a) Anxiety neurosis (N=12)

Inner Ress p.1..

Anxie- _ Palpi-
Target sx ty ;?;ln f;llsss: tation Potal
Pretreatment 28 16 16 20 20
Lexotan 10 11 8 12 41
Placebo 24 13 14 8 69

comparison with Lexotan and placebo---p<C0.05

b) Obsesssive-compulsive and phobia (N=9)

Impair-
Poverty Compul-
Target sx Anxiety of  sive me“-tao Total
affect idea 50¢! t
contac
Pretreatment 13 10 31 15 69
Lexotan 5 5 17 10 37
Placebo 12 10 29 14 65

comparison with Lexectan and placebo:--p<0.05 k

¢) Psychosomatic disorder (N=14)

Decrea- Depres-

Target sx Sorr:{tic Anxiety sed sed  Total
potency mood
Pretreatment 30 17 21 22 a0
Lexotan 10 9 15 16 50
Plaebo 27 15 20 20 82

comparison with Lexotan and placebo - p<0. 025

palpitation

b) TREMREE : anxiety, poverty of affect, com-
pulsive idea, impairment of social contact

c) Hiwh 3 BERERE - somatic symptom, anxiety, dec-
reased potency, depressed mood

TEWEEEAN A target symptom®] #EF= $#IEH
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o] 80, placebod] A 69, Lexotanol A 4124 placebo
St Lexotanfle] #7EF £RB7 92& & 4 9k

SBEH PR A target symptom?] I ipHkm
el 69, placebo 65, Lexotan 3724] placebo®} Lexo-
tanfdel = HES 282 Aot

H D MES o) A £ target symptom®] i1 %4y
#H8[°) 90, placebo 82, Lexotan 50284 placeho
9} LexotanAlolol = HET AES BEYL 5 9.

5. BlfFA

Lexotanfz8igtel o] 86l 4] EifFHe] sl =%
160 3BYHHEL 15 # anxiety, agitatione] © &
B sH#YY g o g 18mg/day
A BEA WEY $HT7EHataxiad 26 BYL 5
ol 41 drowsiness, dry mouthE& Egtovk 2% AR
o glolAl = —Rsvd Bl sl

IS PETe o2 EETAERC Y @AM F el
A Bifts REIDE ERE ¥ 5 o

E B

A& 7bA fERE placebo effectol] ofste] o] L fEpE
iriiE 4 3lem 2 (Plutchik et al.,, 1969, Cromie
1963) & W%l 4 = double blind crossover method
& MY Lexotan®] R E Bagct. —HEHEY
fEfFol e Eife A Eoll 5223 AAR £ A=
benzodiazepineh S A HWHEHPS A4S 2 F&
placebo?ﬁﬁﬂﬁﬂlr o =AREE W) AFE F & 3

= MWERLel  gleh(Plutchik et el.,1969, Cromie 19
63)- v Lexotan® MLEY e RHMOZ Bk
HoZ K HEIA & Lexotan#iirl ¥t o & 1HE
o EINE T3 placebod FiE st o},

Rickel%: (1966, 1967, 1970, 1971)9 4, ¥, Bt
Heo| s, BERRE, $9 Zok BEN HE B
2 BRA-F JRREN BEESC] J-E2E B W

"R 9 placeboh R T BMEA 7 m HE,

* BB HeExd HEECr g%l 32 fire
By = EBHE BEE U34206.5%) 59
i) BWOIML.8F) 2 T4 e wEelx EHhe i
Eyokglet s B ERREMTEREC J-BE & B
Rl J¥E oA F 9oz gA.

placebos} Lexotand %R = A& HHELRS) 9
2ot 221} placebod] #i= =} E Brgeel A st e
BEfh 3l ot

Rickels%(1971)& WM <& HARHE FHH

dd B, EE GERel ®EAY 2dFe K e
BEol A placebo effectl WAtz #4559 = Lip-
man%(1969) Rickels et al., (1966, 1970, 1972)& ¥
9 g B B9 #UES JEERRAY EESL placebo
3 Byl 4% gz Geeid.

Kerry(1972) 2 Okuse(1970)9] #i4sl 7o) Hphst
YR#h anxiety, inner tension, restlessness, depressed
mood, irritability, phobia, compulsive idea%o] iF#j
= 3t

IHBER T A & insomnia, fatigue, dizziness, pa-
resthesia, sensation of pain, hot flush, bout of swea-
ting, heacache, dyspnea, pericordial pain, palpita-
tion, dysphagia, and indigestion, nausea, vomiting,
diarrhea, %ol = BEHES 93l ot} loss of appetite,
increased appetite, paroxysmal tachycardia, consti-
pation o] = WEHENET Al

FEMIRE, EHEHERE, EWsBEnsd =¥
Lexotan®] H{EARE RET 5 A2 3% #
Wi ERAE BT £ A kY #RE ol
FmgiBe) 287 KEY FE7) b1 22 Lexotan®}
T HITEMY R 4 BEMEE: 2Egads
fEke el g o peEdd e 4Add,

Kerry#:(1972) & Lexotan$ 1H 10mgX 23 0
Mg+ A 36%A4 —mfd HF%4H 2 drowsin-
essT EASIG Tt Z W& 7 OkuseT(1971) ME
BgdA T 2BEY 60%04 —rm gl
HE B%es etz widslodo

& Prgeel A = 8f(20%) A A —WeE94l anxiety, agi-
tation, ataxia, drowsiness, dry mouth%-& & 3I9
ol 48mRIA ?ﬁ%fmﬂr ol ohE HEERY
& Aoleh, wm FiEPko b Mk BES BT
&+ sl

Llke 8= Hol —O Lexotan 9mgo| E A
Ae BEEL 2 22 18mge fEikel whah Bmds
Atz [DE o,

#

B4

Lexotan®] faipiBel B3 HIRS FRWRE 1
AVRAE W BATE, RS R Fﬁé‘ 1085 B
2 2 placebod A L _HiHko2 HEw o
ot e HRE A

1. Lexotang& placebobﬂ Hedhe] ptpyo 2 e
PEER S A A
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2. Lexotanol]#] 9mg/H<¢l A group® 18mg/H<Y B
groupfde] = ERE BEE + g

3. controls} placeboo el =KL ¢t

4. placebo?} LexotanAlolel &= 733 =RE 7
g + a7

5. Lexotan-g w14 HHE3 #HlA placebod =iA
& Py} placebod] 5.7} controle] thdlel BT F
€ 22 Lexotano 2 fiffke] #rfe fFHAEz BE=EY
MRkl A HiEHh a2 R ol

6. TR, MEMEE 2 BE, ek
el A Lexotan® #A28 MR ET EET 4 .

7. 2HEES 2025(8FDAN A —iyel anxiety, agi-
tation, ataxia, drowsiness, dry mouth’$9] REIfEMRe]
Al et 48REHEIReT FideE oo

8. Mot BEERS BaEd 5 dods=h

—ABSTRACT—
A Double Blind Crossover Study of Lexotan

Chung Kyoon Lee

Department of Neuro-Pasychiatry, College of Medicine,
Seoul National Unriversity, Seoul, Korea

A double blined crossover study of Lexotan was
carried out in 40 patients who had been suffered
from anxiety neurosis, obsessive-compulsive neurosis,
phobia and psychosomatic disorder.

The results were as follows:

1. It was found that Lexotan was far more effec-
tive than placebo in the improving the neurotic
symptoms.

2. There was no difference between group A
(Lexotan 9mg/day) and group B (Lexotan 18mg/
day).

3. No difference was found between control and
placebo.

4. There was a significant difference between
placebo and Lexotan.

5. The slight effectiveness of placebo in L-P
group compared with placebo in P-L group was due
to an improvement by Lexotan that was given pre-
viously, however there was no statistic difference
between them.

6. There was no difference in improvement among

diagnostic group by Lexotan.

7. The incidence of side effect was relatively low
(202) and most of the side effects(anxiety, agitation,
ataxia, drowsiness and dry month) were occured
within 48 hours.

8. We had found no abstinence syndromes nor

habituation signs in the study.
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