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. creosote can be used-as it is or the above phenol derivatives contained in
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.30 wef ght, and nore'preferably 2 to 25 ng/ kg body wei ght, each cal cul ated

- as the active ingredient, i.e., creosote or its conmponent phenol
-derivative(s). For parenteral agngascifeasi on by injection, the daily dose
calculated as the active ingredient, i.e., creosote or its conmponent phenol

“derivative(s) is generally 0.2 to 300 ng/ kg body weight, preferably 0.2 to
50 ny/ Repdaidy Evepiplpl® Gapsuted nore preferably 0.5 to 5 ng/ kg body weight for an
adul t human. The above nedi canment nay be adm nistered in about 2 to 4
di vided doses 35 daily. Exanples Preparation exanples and results of

. pharmacol ogi cal tests are shpwagB@én®W. Aﬁl,&,,.?(n@par ation Example 1 Pills
| ngréedi ent Amount (ng) Cregpsete S0~ ycyrrhi za 25 G ycerin
10 Water 50 60 Th¢ YBYYE ingr§§$ents in the indicated
proportions were kneaded togetR8P"an esullting pill mass was

mechani cal Iy di vided and rounded to provide pills each containing 50 ng of
Cr eosot e.Crédsotd and sthleh GrerbOferddcd toBdroviRieesp povatbry onixtie awhichews® flleh intol kaed gelatin

.Ingr &dlcansmes to Arovidebard capjuleSreachsnontaining 100 mgl@ QreSioter ch - 250 Creosote and
rch were blended to provide a powdery m xture, which was filled into

' hard g Creperption Exgmpld CGapsdespr ovi de hard capsul es each contai ning 100 ng of
creosote. Preparation Exanple 3 Capsul es | ngredient Amount (ng) Creosote
100 g ive oil 200 Creosote was dissolved in olive oil and the solution
“was filled into sort gelatin|capstibey Waoten)de soft capsul es each

contai ning 100 ng of creosot e'—cgrose T arfatT 0 'OEXHTpI e 4 Tablets 25 | ngredi ent

Amount (ng) Creosote 1 30
Lact ose 230 Okﬁgohvl cell ||Pncn 3 Magnesi um
st earat e 2 Car boxynet hyl cel | ul ose 10 35 The above

ndeedi enreosote iwap distriyd inedrroil anhthot solifioarwes fiked dnty pasiasietin sapsyirsdy PAEYR #08 above
forrrul gensuips eaak) caniaining; 109 me &f fepsotineaded with water to give granules. After

drying, the granules_were mxed with
B Preparation Example 4 Tablets

26

Ingredient Amount (mg)
Creosote 150
30 Lactose 250
Methylceliulose 3
Magnesium stearate 2
Carboxymethylicellulose 10

The above ingredients other than magnesium stearate were blended to provide the above formulation

* and the mixiure was kneaded with waler to give granules. After drying, the granules were mixed with
magnesium stearate and compression molded. Alternatively, the above ingredients were mixed together and
directly fed to a compression molding machine. Each of the above procedures gave tablets each weighing

\,4 415 mg.

Preparation Example 5 Injection

45 Ingredient Amount (mg)
Creosote 50
Distilled water for injection 2ml
50 The creosote in the indicated amount of 50 mg was dissolved in the distilled water for injection and the

- solution was sealed and sterilized o provide an injection.
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. magnestum st earate and conpression nol ded. Alternatively, the above
ingredients were mxed together and directdy fed to a conpression nmolding
-machi ne. Each of the above procegpiagoadygitabl ets each wei ghing 415 ng.
Preparati on Exanple 5 Injection 45

| ngr edi ent Amount (ng) Creosote 50 Distilled

wat er f drepamajicadxarapie 6 Rillsri 50 The creosote in the indicated anmount of 50
ng was dissolved in the distilled water for injection and the solution was
seal ed and sterilized to provide an injection. 554 EP 0400 219 Bl

Preparation Exanple 6 Pills 5[ jqgredient  Amount {m I ngr edi

: g) gr edi ent
Amoung (ng) Cuai acol -0 & ycyr 7 25 A ycerin 10
Wt er 50 10 The abdv@2R¢fredi ent® in the indicated proportions

wer e kneaded together and the|r5sy" ?ang pi 1% mask was nechanical Iy divided
and rounded to provide pills ¢ ;reﬁ'bnt hi ni nga 50 hg of guaiacol. 15
Preparatlon Exanpl e 7 Capsul eg_| r edi ént Amnuht (ng) Quai acol 50
- 20 Cresol 50 dive oil 100
Gu@/acol afie aboesiogrediwisan dlesm:tniatﬁé@rdpmmsiwe kopaded, togethel and the yesulirg pihEasS | | ed
i N0 sofves gwkhanically diideditndsoundeds providailieacigportailag &Lme &f avgie! cont ai ni ng 50
nmg of guai acol and 50 ng of cresol. Preparation Exanple 8 Tablets 30

| ngr egli effeparation Examplprd GaRsuefrg) Cr eosol 150 Lact ose
250 Methyl cel | ul ose 3 36 .
Magnesi um st ear at e 2_Carboxynethyl cel |l ul ose 10 The above

ingredients other than magnesiunagsddmar ptAmasetrmglb| ended to provide the above
formul ati on and the m xture wal é< gepw iy warer to make granules. After

drying, the granules were m xe nmpgnesggum st earate and conpressi on
nofded. Alternatively, the abo eq‘,\,g\g,rejl entg werp mxed together and
directly conpression nol ded. RA—of—t-he—above ocedures gave tabl ets each

wei ghing 415 ng. Pharnacol ogi cal Test 1 45 u a
pi gs wei ghfH¥ecalomd cepse grregissalved in give o} apgyine 291"‘7(’16 Fssf'“ 5’t° ‘{‘ﬁ@ﬁ'a gi“i ch i zed
by an@ n?'?“&??ﬁg’éﬁﬁpa‘f'esleﬁlf'b‘i?f“ﬁ'a'ﬁg 89 me 6t grgirgeyRg 0 LW ST BIRTO gent obar bi taI The

abdonen was opeped line incision and 5 cmstrips of the intestine
wer e exm%&&gér .“B m Jrr%"%g cm) was excised fromthe il eocecum

30 Ingredient Amount (mg)
Creosol 150
Lactose 250
Methylcsellulose 3

36 : Magnesium stearate 2
Carboxymethylceliulose - 10

The above ingredients other than magnesium stearate were blended to provide the above formulation
'\/40 and the mixture was kneaded with water to make granules. After drying, the granules were mixed with
magnesium stearate and compression molded. Alternatively, the above ingredients were mixed together and

directly compression molded. Each of the above procedures gave tablets each weighing 415 mg.

~ Pharmacological Test 1

(a) Female Hartley guinea pigs weighing 400 to 600 g were fasted for 24 hours and, then, anesthetized
by an intramuscular injection of 30 mg/kg of sodium pentobarbutal The abdomen was opened by midline
incision and 5 cm strips of the intestine were excised: the ileum (5 cm) was excised from the ileocecum,
excluding the most distal 15-cm portion, the jejunum (5 cm) was excised from the duodenojejunal
junction, excluding a 15-cm portion from the duodenojsjunal junction, the ileojejunal junction (6 cm) was
excised from the distal part of the jejunum, and the colon (5 cm) was excised from the distal part,
excluding a 15-cm portion from the anus. The intestinal strips were washed with Tyrode solution to
remove the intestinal contents and each of them was suspended at a tension of 0.8-gw in a Mugnus
chamber (KN-207, Natsume, Tokyo, Japan). The chamber was filled with 50 ml of Tyrode solution
saturated with bubbled air and maintained at 37 ° C. Spontaneous coniractions of the intestinal strips were
recorded on a kymograph {(Kymographion KN-215, Natsums) by means of an isotonic writing lever.

After 80 minutes of equilibration, creosote was cumulatively added to the Magnus chamber at 5-
minute intervals and the contractile response of the intestinal strip was recorded each time. The degree
of contraction of the sirip was evaluated by measuring the average height of dominant peaks in a series

50
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. excluding the -nost distal 15-cm portion, the jejunum (5 cn) was excised

. fromthe duodenojejunal junction, excluding a:15-cmportion fromthe

~duodenoj ej unal junction, the i lgpopspe®@Bf unction (5 cn) was 50 exci sed

fromthe distal part of the jejunum and the colon (5 cn) was excised from

the distal part, excluding a 15-cm portion fromthe anus. The intestinal

strips v experimertteeahd et prercBytriniihition of the rastiaction wasrpsiglated with] the etepsaak Beight ent s

and eacletdfe @ ofmirievahof erensple bdieg talien &8 108 sFrom thef dage-sppRFq #ing tMFgRURYuEethnber
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Tyrode sol G#d "67its 9t Hip zaseastiveiPoRions ohthe é‘EFs‘éﬂa'r"aé‘rﬂﬂs shavnindebiedeht 37 C.

Sporft aneous contractions of the.intesti strips were 55 recorded on a

kymograph (Kynographi on KN-215, Nat §'E|?’r11:7 by means of an isotonic witing

| ever. After 60 mnutes of equilibration creosofe was cunul atively added

to the Magnus chanber at]| Portion ofdfiedntestivabirachl| siCanidmliie contractil e response

of the intestinal strip Was pecorded each Ui{&E, oH1g degree of contraction

- of ,I e strip was eval uatled b% Hﬁﬁaﬂdﬁéﬂ&g th¢ ayefog hei ght of dom nant

peaks in a series 5 gP 04 of expgeryqentis and the percent’

i nhibition of the contr tloeokmas cal cul at ¢ch 3% {d¥s t|he average peak hei ght

.at the 0 g/ |evel of ?Eee&e(—e—be&—ﬁg—(—a-kei—as—%%% From t he dose- response
0,
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Intestln?nnlerﬁ xpr enga twﬁ aco c fcr rt|8n O? fﬂe

mp. nent of Cr osot
i ntestindl UF § |ps.£ st coma:und causing 100% mhlbltlon of the motility (ﬁ um
1. 7 X 10th§ sttip, 9 ﬂoo,r@s a&éé%t Jl'l%r?'esul’t s%w T bI %}Jnum .7 X

10;5 Col ON 1oy 4(b) sets forth the corresponding QI fr érbbsotb4P@&N MeNt s on the inhi bi t i on of
peN_staItlc notility of |ntest|nal strips were carried out in the sane

manner as Experinent (a) except thatabgu@mhacol, creosol, cresol, phenol and
xyl enol, all of which are conponents of creosote, were respectively used in
lieu of creosote. Using str e TreuTT 8] dose of each test conpound
caus®ng 100% i nhi bition of hiesﬁ?’? p?un*:lv ‘F(Sonf(ﬂ)gﬂ}': rip, i.e., [err] was
assayed. The results are sh¢wn Gueiacbhbl  1{k)0*Taple 1 (b) sets forth the
corresponding result for cre¢osdressels wel | 1xT&BHl el 1(b) 25

Test conpound [err]  (g/ii) Q@ acol| 1x107*1 x 10-4 Creosol 1 x
10- 4,,Cr esol 1 x 10-4 Ptisenst Tx187x 10-4 30
Xyl enol 1 x 10-4 Cregsot’ylenol 1 ¥*19-4 |t is apparent from Table

1(b) that creosote and its omJBePstie phendr 'Werilati ves have anti- 36
spasnodi c activity, particularly an action to inhibit the notility of the
i nt estinal if saspparedhieohiTaedd o@) ttal cibesite 2ndl its témmndnk phenot Heivitimes have anty

ef f est Obpasmedisatibty Qartitiialy @o attiom totinhikitsheafiotility bithe intestinaldreeti ps | nduced by
agoni sts, nanely acetyl choline and bradykinin, was investigated using the
sane aphamatamgicalsiesiZed i n Phar macol ogi -

In this test, the inhibitory effect of creosote on the contractions of intestinal strips induced by agonists,
\,/ namely acetylcholine and bradykinin, was investigated using the same apparatus as used in Pharmacologi-
cal Test 1.

Strips of guinea pig ileum prepared in the same manner as in Pharmacological Test 1 were respectively
suspended in 50 ml of Tyrode solution and allowed to equilibrate for 60 minutes. Then, acetyicholine was
added to the Tyrode solution at a final concentration of 5 x 10~° g/mi and the degree of contraction (peak

45 height) of the-ileum strip was measured (control).

Then, the same ileum slip was washed and creosote was added to Tyrode solution at a final
concentration of 2 x 10~5 g/ml. After 3-min preincubation of the ileum strip, acetylcholine was added at a
final concentration of 5 x 10~ g/ml. The contraction (peak height) was then measured.

Then, the ileum strip was washed and creosote was added to Tyrode solution at a final concentration of

60 4 x 107¢ g/ml. After 3-min preincubation of the ileum strip, acetylcholine was added at a final concentration
of 5 x 109 g/ml. The contraction (peak height) is then measured.

Thereafter, following the same procedure as above, the Peak height of contractions was similarly
recorded after addition of creosote at levels of 8 x 107 g/ml, 1.6 x 10~° g/ml, and so on.

The percentage of the peak height at each level of creosote relative to the control poak height (100%)

55 was calculated and a creosote concentration-relaxation curve was constructed. From this curve, the
concentration of creosote reducing the contractions induced by the agonist by 50%, namely 1Cso, was
determined.
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It is apparent from Table 3 that with increasing dosage, creosote inhibited the enhancement of ‘intestinal
motility for increasing time.
50
Acute toxicity

Regarding the acute toxicity of creosote and its component phenol derivatives which are active
ingredients of the pharmaceutical composition according to the present invention, the oral LDso values in
-56 rats-are shown in Table 4.
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% (b) Schmerzen, die mit Choledocholithiasis, Cholezystolithiasis oder Urolithiasis einhergehen.

Revendications

1. Utilisation de créosote etiou d'un ou plusieurs composants guatacol, créosol, phénol, xylénol et crésol
~ pour la fabrication d'un médicament pour-le traitement
(a) de spasmes du pylore gastrique. ou de l'instestin etfou
 (b) d'une douleur associée & la cholédocholithiase, & la cholécystolithiase ou & 'urolithiase.
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