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We have already demonstrated that 2% aspirin oral ointment is useful for painful
diseases of the oral mucosa, however, the aspirin in the ointment degradates gradually at
room temperature. In this study, we investigated the efficiency of the stable salicylic acid
derivative ethenzamide, as an agent for such oral ointment.

The consistency, spreadability and stability of 2% ethenzamide oral ointment, which was
kept at 5C, 20°C and 30C, were determmed by penewrometer, spreadmeter and HPLC,
respectively.

we also investigated its antinociceptive effect based on the Randall-Selitto paw pressure
test in rats, and then compared the findings with the effect of aspirin ointment.

In addition eight patiemts suffering from oral mucous diseases were treated with this 2%
ethenzamide oral ointmment, and then the clinical effects of the two ointments were
compared.

These experiments indicated that 2% ethenzamide oral ointment was more stable than
aspirin oral ointment, however, no significant difference was observed between them except
for stability. Therefore, on account of its stability, 2% ethenzamide oral ointment is thes

considered to be more effective than aspirin oimtment in the treatment oral mucosal
diseases.

Key words —— ethenzamide, oral ointment, stability, oral mucosal diseases, hospital
preparation, clinical application, Randall-Selitto

ORI H AR 2BIFE2 (199543 A, ilR) TRk,
3 RREDORIX HE 3-28-6 1 3-28-6, Mejirodai, Bunkyo—ku, Tokyo, 112 Japan

NI | -El ectronic Library Service




Japanese Soci ety of Pharmaceutical Health Care and Sci ences

o F Vol22, No.6 (1996)

[
a
=

#*

([

HH51F, T A ) VERFIZOWTRGHE
P, 7 2D VR ATIREIE % AR R M
M%U@?%&t@ﬁﬁibbfﬁﬁjﬁwfb
A ERMEMZLTERY . ZLT, &5
LIRS RS 35 1) B HRRIC m#%tm ﬂm

R A MIA T IR 2 FBL | EiEl &

UREIR M 7 £ Onf@ﬂbt.%@%% 1]
et 7 2 €0 VEEE A IEN T 7 2 Pl e 1
KBV AIIA . BK ARG Z L2305
Mk oA, TAEY) v OREWRIZIEDS S 5
NN U1 RO AE

ZZ2CHM, HEY FOBWRIRERS, kD
TEMO SR O FM B A RA, FCHY ) FILk
ROPHGHRD D THH LT VHF I FITHHL
CTVWEM 2 %7 v 3 FEREEFHB L, 54
IR & ORI R & 17 - 72,

X B OB

1. ##

IF Y IF IR & e L %%K
AT IPEIH 7 280 VERE TG LT
T AFAN= A (KIEBESE) 2 v, DUFERR £ 5
ELTHLAT—ZF )L (REMEE) #d
U7z 2Ok 3aAE R (RO %
Hiva 7z,

2. OFA2%ITF Y3 REEORVFE

IV PR 0g 12, ek - M2V
T AFN— A EIRZIZMA T IZ#A L7
%z, A Aa—2F bY T L2080 #MA, &
HIZT T AFX—Z2TaEE100.0g & L5712
ML BUEELEZ b, MEVPOEEDOT
WY VEOREZICI L TR (KD iRy
27 LB, Model  BHS) (& D #KE

DT vH I FDENEE KO TED A EIZ DN
THIZEL 72, SR RIL100f 2 I L 7.

3. BEFROMRET
BELL 20O EM 2 %57 % 3 FIKED

BARE  BEALME S KOO 7 4 T RO
DME %11 - 7=. WK% 7 7 A F o 2 W
AN, 5°C. 20°C, 30CHORMETIRIL .
1M, 708, 48, 20T s K U281 %0
BaKs . BEALYE . REOKHEALE RO AT
HAZDOWTIS6 T % & Tl L 7=,

3-1. B (BEASE)™

Mz iE N3 g A — 5 — (IS B, kD
f) AU 72, B, BEANRTT i a2k
AL 725 B A piAL D, 100D Vi L D
K7,

32, REALET

27 Ly FA—42— (JIS Bk, HEDHE) Al
H L1085 %4> 5100080 %12 351 2R {0230 O
RLEFR A2 E L, 31 PRI & 0 At 4 oK ¥
7-.

3-3. EKEhOTF ¥ ROt

MBI 5061 B TOMIT TS LT
vHIFOGREGIEEAKI O N T T 4 —
(HPLC) % HIW Tl U 7z, iR 520mg & b difid =
o, 4v7asns = 9ml 5 L CNELED T
ELTH ) FLBE) 6mg (84 T/ —
LI L ml A A0SR 372 2 Il s L B
U, fhelifEs00ut 122859 RS00un A2 MA |- o5 12
U728, Dismic3IP D7 4 L2 —=TAHML,
ZD AW 30ul & HPLC (ZiEA LA, =7 43
FOERIZAEHE T L O — 70Xk L 0D
NBERE O TAMO - H» o tilL 2. &
¥, SREC B Ak R, WRTIRICRT S
IFYHIFDOEREI00%E L THlil L TH
L7,

HPLC (3, NSI—33R K> 7 (7 F —) 1Zwill]
W94 (TSK ODS 80TM., 4.6X150mm, %
V=) Lk BHIE A B KHP-UI-130A (i AL S
B SN RRI Y SPD— 2 A (5 IVEM )
Al $kAF HITACHI 561 Recorder (11) 7Z& &£ 0)4%
“éﬁ%ﬂ&Abﬁfﬁét.mmﬁﬂm‘ﬁa

FidEme U, WHERE 7 e b= YLK
=35:65(0.1% b V) 7 LA afiifes ) &L

NI | -El ectronic Library Service



Japanese Soci ety of Pharmaceutical Health Care and Sci ences

558 R

Vol.22, No.6 (1996)

7z, PdI3 1 ml/min, B HERIE290nm & L 7=,
4. DOFEMEEFEREORIE

FUREAIC BE 20 £ D 25\ YBT3 RIE 146 4 S %
7L LTHBEME2 %7 V4 I NEE(.05g %
FERERICBA L, £ OB HIER T BB/ A/ S %
7 — DORIREBIZRIC & D BElE L 3 BOFHiE 4 5k
Wiz, k, BMPEREEELELEARE R E
DHIFRIZ U 7=,

5. SERHER
{REH200~230g @ 6 A Wistar REMET o b
(NRC #84) % M L, Randall-Selitto /T il
BEUERIRUERE (Ugo Baile) #FIVWTT v
bR % (Randall-Selitto ) 212 #f V0
BlfE =R E L 7.

&» 5 A UHERERIMEARIE L 22120LD 5 v F D
FEARRE DRI FIZ20% iR (7H e —
~HLA) A B RERRO. Iml 2% 5 U RIEM B ITiE
eEREE G, FENELDOWEH T Bk,

HOBRBIE A ME L, BRSO T8 4 B % 7 &
FARD 7 v FOEZIICOER 2 %5 v+ 3
NERE, 2% 728 VB aY ho—
L UCOEHSE AR 2 heh 1 g $O%MG
U, BEEHE S 2 300 22155 4 0 Y A CE KA
TREE U, 1B T L 1HR D 4 U Crs R %
B UM%, FRICHEE & %A U CEE L, 5 R
HE TORBMIEAREL | KERAI ORISR
MRS BI04 k72, BIE I ERESREOR
H ARG 5 OIREETH - 72

6. BEFREER

T BRI 25 B SABR 12 35\ C RRED BB - &
DN1%, 2%, 5%OREOOFEHAIF V¥ IF
WOH & B 4 FEOKE 4+ 8 LB L
PR, 1 %OREEHNL 2 %OBBEBFNC s
THRED RGO T L 5 %OKE A
2 9% DEREERIF & (7] U R O S s S
ThohZlkl, 2%DKERTYTH S L ¥

Table 1 . Pain Assessment Scoring System

5-Point scale for pain relief assessment (A)
(measured at 30 min after application)

severe pain —  no pain (4)
severe pain — tenderness (3)
moderate pain — no pain (3)

severe pain —
moderate pain —
stight pain —
severe pain —
moderate pain —

slight pain (2)
tenderness  (2)
no pain (2)
moderate pain (1)
slight pain 1)

slight pain — tenderness (1)

tenderness —— no pain (1)
no change (0)
increase of pain (0)

Rank-ordered point for duration of action (C)

over 5 hrs 3)
over 3 hrs (2)
less than 3 hrs (1)
less than 1 hrs (0)

Grades of global analgesic effect

(valueof A+B+C)
remarkably improved 8~10 +++
moderately improved 5~7 ++
slightly improved 3,4 +
not effective 0~2 -

Rank ordered point for appearance time (B)

within 10min after application 3)
within 20min after application (2)
over 20 min after application Q)]
not effective forever (0)
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Fig. 1. Photograph of 2 % Ethenzamide Oral
Ointment (X 100)
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Fig. 2. Consistency of 2 % Ethenzamide Oral Ointment at 5 °C, 20°C and 30°C

The measurement was made with a penetrometer.

O-Oat 5°C, &4 a 20°C, [J-[J:at 30°C

Each point represents mean+ S. D., n=10.
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Fig. 3. Spreadability of 2% Ethenzamide Oral Ointment at 5°C. 20°C and 30°C
The measurement was made with a spreadmeter. ’
O-O at 5°C, Y=0.164 logX+2.674, r=0.984
A-_A g 20°C, Y=0.127 logX+2.744, r=0.995
L hac 30°C, Y=0.104 logX+2.800. r=0.986
Each point represents meant S. D., n= 3.
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Fig. 4. Stability of Ethenzamide in 2 %Ethenzamide Oral Ointment at 5 'C. 20 C and 30
The determination was made by HPLC.
O-Oat 5°C. A-ATar 200C, T[] at 30C

Each point represents meant S. D.. n= 4.
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Fig. 5. Adhesion Time of 2 % Ethenzamide Oral Ointment
A bottom bar represents mean+ S. D., n=11.
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Fig. 6. Analgesic Effect of 2 % Ethenzamide and 2 % Aspirin Oral Ointments
®-@® : 2 % Ethenzamide Oral Ointment
A-A T 2% Aspirin Oral Ointment
(-1 © Control
Each point represents meant S. D., n= 4 .%p<0.05
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Table 2 . Clinical Effects of 2 % Ethenzamide Oral Ointment on Oral Mucous Diseases

. Inhibitory Effect Appearance Duration of Clinical
Pt. (Sex, Age) Disease . . . )
on Analgesia Time (min) Action (h) Effect
K. M (F, 70) ulcerative moderate pain 5~10 4~5 +++
stomatitis —tenderness
|88 (F, 66) decubital slight pain 5~10 2~3 ++
5 ulcer —no pain
K. M (F, 59) aphthous severe pain 5~10 2~3 +++
ulcer —tenderness
J. N (F, 52) decubital slight pain 30 4~5 ++
ulcer —no pain
M. O (F, 64) aphthous moderate pain 15~20 4~5 ++4
- ulcer —no pain
K. K (F, 41) aphthous severe pain 5~10 2~5 +++
ulcer —*no pain
T. S (F, 48) aphthous slight pain 15~20 4~5 ++
ulcer ~*no pain
R. Y (F, 70) aphthous slight pain 5~10 4~5 +++
ulcer —no pain

44+ : remarkably improved (8 ~10)
-+ : moderately improved (5 ~7)
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