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Safety test of metronidazole vaginal gel in guinea pigs and rabbits
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[ Abstract]  Objective

vaginal gel, and to provide evidence for its clinical application. Methods

To investigate the vaginal irritation and skin sensitization associated with metronidazole

An irritation test was carried out on rabbits for

vaginal administration. After 7 days of continuous administration, possible vaginal irritation was observed and recorded. A skin

allergy test was administered on guinea pig skin on days 0, 7, and 14. Sensitization was initiated on day 28 to observe guinea

pig skin or systemic allergic reactions. Results
irritation or allergic reactions. Conclusions
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The topical administration of metronidazole vaginal gel did not cause vaginal
Metronidazole vaginal gel is safe for the treatment of bacterial vaginosis.

metronidazole vaginal gel; guinea pig; rabbit; skin irritation test; skin allergy test
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Table 1 Scoring standard for the degree of skin allergic reaction

Sz R BRIV Skin allergic reaction

/3 H Score

4T BT Erythema
JCELHE No erythema

RRELHE, 5% Al W, Mild erythema, barely visible
TR EELTBE, B 2 AT W Moderate erythema, clearly visible
TRELIBE Severe erythema
LB R 2 B AT B Purple red erythema to mild eschar formation

7K f Edema
Je7K M No edema

R, 158 T UL Mild edema, barely visible
HaEE K b, B AT UL (g R L2 BR ) Moderate edema, clearly visible (edge is higher than surrounding skin)
KM, B RBEHL 1 mm, 5 BRI 2% Severe edema, skin bulge 1 mm, clearly visible
FEE KRR, B2 RBEAL 1 mm DL oA K I B 15 Severe edema, skin bulge more than 1 mm or blisters or ulceration
e 93 Maximum score

A WD = O

0 AW NN = O
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Table 2 Skin sensitization evaluation criteria

BORAH (%) BRI
Incidence rate Skin sensitization evaluation
0~10 %ﬁﬁiﬁ .
No allergenicity
11~30 Egﬁﬁilﬂ:
Mild allergenicity
3160 W“Eﬁ%(‘fi. '
Moderate allergenicity
61~ 80 .ﬁfiﬁﬁﬁ‘fi.
High allergenicity
B9 v
81100 T&Eﬁ%’l&' '
Extreme allergenicity
() B350
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Table 3 Microscopic classification system for the vaginal tissue reaction

E3A gy 3 A sy
Reaction Scores Reaction Scores
iy 4 mE 7 m
Epithelium Vascular congestion
IEH SELF T 0 ¥ 0
Normal , intact No
i AR P R | b |
Cell degeneration or flattening Very few
HABTE ) BE 5
Tissue deformation Mild
SRR R 3 g 3
Local erosion Moderate
Tz 4 S R 4
Extensive erosion Severe vascular deformation accompanied with rupture
BHmZE (SR ERE) KB
Leukocyte infiltration (each high power field) Edema
J &
0 0
No No
Wb <25 4 | Wb |
Very few <25 Very few
BB 26~50 1 2 L) 3 2
Mild 26-50 Mild
HEE 51~100 4 3 B :
Moderate 51-100 Molderate
HAE >100 4> 4 HE 4
Severe >100 Severe

&4 RHAEE

Table 4 Indexes of irritation

F-Hidsr SRR
Average score Degree reactin
0 J& No
1~4 %% Extreme mild
5~8 B Mild
9~11 H1EE Molderate
12~16 R Severe

T ZHZU A S B A5 B0 N LIE I R SO PPN T
Note. Other abnormalities of the tissues should also be recorded and

included in the evaluation of the response.
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Table 5 Score table of skin allergy test results for guinea pig skin administered metronidazole vaginal gel(6 h,24 h)

WAEJG 6 h R WEJG 24 h SR A
s ETE) 6 b after R(%) WSS 2Ahafer (%) RSEATA
(; ] Animal stimulation Sensitization Skin sensitization stimulation Sensitization ~ Skin sensitization
roups Number LTHE TK i incidence evaluation 2T HE TK i incidence evaluation
Erythema Edema rate Erythema Edema rate
1F01 0 0 0 0
1F02 0 0 0 0
95t 1F03 0 0 e €5 i 0 0 TeBH
0 .. 0 ..
Substrate group 1M04 0 0 No allergenicity 0 0 No allergenicity
1MO05 0 0 0 0
1M06 0 0 0 0
2F01 1 1 1 0
v 2F02 1 1 ) 1 0
itk ¥0s 1 , Do . —
Positive control 100 Extreme allergenicity 66. . .
2M04 1 0 1 0 Highly allergenicity
group
2MO05 0 1 0 0
2M06 1 0 0 0
3F01 0 0 0 0
P 7 e B 5 3F02 0 0 0 0
s 3703 0 0 o T B 0 0 0 JeB e
Metronidazole vaginal 3M04 0 0 No allergenicity 0 0 No allergenicity
gel group 3M05 0 0 0 0
3M06 0 0 0 0

R 6 e o T B e 2 A B 8 B i S0 9 WA IR /75 0 % (48 0,72 h,n=6)

Table 6 Score table of skin allergy test results for guinea pig skin administered metronidazole vaginal gel (48 h,72 h)

WA 48 h Sk kA WIS 72 h ks
s By 48 h afer R(%)  RSEEETH  haer  R(w) ST
(f ) Animal stimulation Sensitization Skin sensitization stimulation Sensitization ~ Skin sensitization
PIOUps Number T BE K i incidence evaluation TBE K i incidence evaluation
Erythema Edema rate Erythema Edema rate
1FO1 0 0 0 0
1F02 0 0 0 0
eS| 1F03 0 0 0 TCEE 0 0 0 ToEE
Substrate group 1M04 0 0 No allergenicity 0 0 No allergenicity
1MO5 0 0 0 0
1M06 0 0 0 0
2F01 0 0 0 0
s 2F02 0 0 0 0
PEXT iR Z . )
IEEXTIEL o3 1 0 BRSEE 0 0 Fe Al
Positive control 16.7 . .. 0 ..
2M04 0 0 Mild allergenicity 0 0 No allergenicity
group
2MO05 0 0 0 0
2M06 0 0 0 0
3F01 0 0 0 0
P it s ] 580 3F02 0 0 0 0
WA 3703 0 0 FEHE 0 0 T
. 0 .. 0 ..
Metronidazole 3M04 0 0 No allergenicity 0 0 No allergenicity
vaginal gel group 3M05 0 0 0 0
3M06 0 0 0 0
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Table 7 Checklist of histopathology and visual observation for field coating of experimental rabbit anatomy

PR WL 2

BRI

W R B 41 5l ;Y= . . I
N . Naked eye Microscopic
Research phase Groups Animal Number . . Average scores
observation scores observation scores
SR 1F01 0 0
o 1702 0 0 0
B Substrate group
RKIRL 2524 h )5 1F03 0 0
After the last dose of 24 h ey 2F01 0 0
DAl 2F02 0 0 0
Trial product group
2103 0 0
S 1F04 0 2
- Substrate. 1F05 0 0 0.67
bk 25 M 5% ubstrate grou
ARLEIEE T K group 1F06 0 0
Continue to observe
7 days later R S 4L 2F04 0 0
| 205 0 0 0
Trial product group
2F06 0 0

S
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