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Acute toxicity, Dermal and Ocular Irritation Studies of Taglisodog-eum

ointment
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ISONIMEDI R&D Center, *IN2BIO co. Ltd. R&D Center, *College of
Oriental Medicine, Semyung University, ‘Department of Korean
Pharmacy, College of Pharmacy, Wonkwang University, “Wonkwang
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ABSTRACT
Objectives : Taglisodog-eum(TSE), a poly herbal formula, has been widely used to improve carbuncles by removing
inflammation of the lymphatic channels in Traditional Korean Medicine. We previousely reported the action mechanism
of TSE on experimental atopic dermatitis and the establishment of formulation for TSE ointment. In this study, we
examined the toxicity test on skin and eye irritation by TSE ointment to prove the safety of Taglisodog-eum ointment
in clinical use.

Methods : Acute skin toxicity of the TSE ointment was evaluated in Sprague-Dawley(SD) rats. After dermal administration of
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TSE ointment(2,000mg/kg), body weight, mortality, and clinical signs of the rats were observed for 14days. Primary

skin irritation and ocular irritation tests for TSE ointment were performed in male New Zealand White Rabbits. In

dermal and ocular irritation test, body weight, mortality, clinical signs, Primary Irritation Index(P.l.l.), and The Index of

Acute Ocular Irritaion(l.A.O.l.) of rabbit were observed after applying at abraded skin and eye balls with

Taglisodog-eum ointment.
Results

: In the results of acute skin toxicity, no significant differences were found in body weight, the clinical sign and

the mortality between control and TSE ointment treated group. In primary dermal irritation test, body weight, the clinical

sign and the mortality were not significantly changed and Primary Irritation Index(P.l.l.) was 0.8, indicating TSE ointment as

weak irritant material. In ocular irritation test, The Index of Acute Ocular Irritaion was 0.0, indicating TSE ointment as

non-irritating to the eye of the rabbits. To evaluate toxicity of the TSE ointment in animal test, body weight, the

clinical signs, the skin and eye irritation check were conducted; TSE ointment was considered to be weak dermal irritant

in test animals. The no response of eye irritation test was observed in this experimental condition.

Conclusions : According to the above toxicity test, We consider that this results is helpful for saying about the safety

of TSE ointment in clinical use.

Key words : Taglisodog-eum, ointment, Acute toxicity, Dermal and Ocular Irritation
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Table 1. Safety evaluation of primary dermal irritation in rabbits
Primary irritation index (P.LI) Classification
0.0~0.5 Non-irritant
0.6~2.0 Weak irritant
2.1~5.0 Moderate irritant
5.1~8.0 Severe irritant
Table 2. Draize scoring scale of ocular irritation evaluations
Index of acute ocular irritation Classification
0.0 ~ 0.5 Non irritant
5~15 Mild irritant
5~ 30 Moderate irritant
30 ~ 60 Severe irritant
60 ~ 80 Extreme irritant
80 ~ 110 Maximal irritant
Table 3. Body weight changes of male rats treated with Taglisodog—eum ointment
Days after treatment (g)
Animal No. 0-day 1-day 3-day 7-day 14-day
1 225.86 217.51 240.49 265.49 278.13
2 230.86 223.46 240.08 258.23 289.37
Gl 3 232.94 228.30 246.24 276.18 311.65
(0 mg/Kg) 4 234.67 232.85 246.39 270.17 2'78.56
5 242.28 233.77 258.02 283.50 273.39
Mean+S.D. 233.32+6.00 227.18£6.79 246.24+7.24 270.71+£9.71 286.22+15.37
6 224.93 217.77 229.40 251.22 270.35
7 227.54 226.55 241.94 258.80 282.00
G2 8 232.69 232.49 250.03 280.67 295.97
(2,000 mg/kg) 9 235.92 234.89 252.38 276.78 295.92
10 236.53 225.57 250.70 2777.98 282.12
Mean+S.D. 231.52£5.13 227.45£6.69 244.89+9.55 260.09+£13.20 285.27+10.85
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Table 4. Body weight changes of female rats treated with Taglisodog—eum ointment

Days after treatment (g)

Animal No. 0-day 1-day 3-day 7-day 14-day
11 197.42 195.06 194.70 201.22 208.73
12 201.85 200.27 204.85 213.36 215.99
G1 13 212.02 203.50 218.21 232.08 232.39
(0 mg/kg) 14 212.01 205.30 210.53 219.58 227.42
15 207.24 205.00 208.98 216.97 188.38
Mean+S.D. 206.11£6.42 201.83+£4.28 207.45+8.62 216.64+11.13 214.58+17.36
16 206.58 202.28 199.10 210.08 223.72
17 204.69 201.76 205.50 208.43 213.58
G2 18 209.94 203.50 212.17 231.75 238.77
(2,000 mg/kg) 19 212.94 209.94 212.24 218.12 222.85
20 221.40 225.65 226.69 234.35 241.40
Mean+S.D. 211.11£6.56 208.63+10.07 211.14+£10.26 220.55+12.02 228.06+£11.71

Table 5. Mortality and clinical signs of rabbit treated with Taglisodog—eum ointment

No. of rabbits

Mortality

Clinical signs

6

0/6%

Normal

3 No. of dead animals/No. of tested animals

Table 6. Body weight changes of individual rabbit treated with Taglisodog—eum ointment

Days after treatment (g)

Animal No. 0-day 1-day 2-day 3-day

1 2552.18 2469.10 2533.91 2561.85

2 2263.61 2116.48 2207.19 2224.85

3 2045.36 2053.65 2004.16 2073.52

4 2063.51 2004.32 2072.31 2115.19

5 2049.00 2008.49 2088.71 2070.68

6 2148.09 2030.02 2108.49 2149.86
Mean+S.D. 2186.96+197.53 2113.68+178.86 2169.13+190.39 2199.32+186.54

Table 7. Dermal irritation of rabbit treated with Taglisodog—eum ointment

site control site test site
change Erythema & Eschar Edema Erythema & Eschar Edema
Phases (hours)” Intact Abraded Intact Abraded Intact Abraded Intact Abraded
24 72 24 72 24 72 24 72 24 72 24 72 24 72 24 72
1 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
2 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
3 0 0 0 0 0 0 1 0 1 0 2 0 0 0 0 0
4 0 0 0 0 0 0 0 0 2 0 2 1 0 0 0 0
5 0 0 0 0 0 0 1 1 1 0 2 1 0 0 0 0
6 0 0 0 0 0 0 0 0 2 0 2 0 0 0 0 0
Total 0 0 0 0 0 0 2 1 8 0 10 0 0 0 0 0
Mean 00 00 00 00 00 00 03 02 13 00 17 03 00 00 00 00
>Mean Score 0.5 3.3
PI) 0.1 0.8

3 Time after topical application
YPIl (primary irritation index) = total/4
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Table 8. Mortality and clinical signs of rabbit treated with Taglisodog—eum ointment

Group No. of animals Mortality Clinical signs
T1 (No eye washing) 6 0/6% Normal
T2 (Eye washing) 3 0/3 Normal

3No. of dead animals/No. of tested animals

Table 9. Body weight changes of rabbit treated with Taglisodog—eum ointment

Days after treatment (g)

Animal No. 0-day 1-day 2-day 3-day 4-day

1 2004.76 2036.86 2048.67 2078.90 2081.49

Rinsed 2 2011.92 2068.59 2076.46 2109.53 2088.68

3 2077.26 2066.94 2126.96 2159.05 2175.75

4 2262.77 2315.35 2357.38 2344.89 2365.43

5 2001.43 2012.02 2017.97 2071.85 2077.35

6 2201.17 2215.27 2244.17 2293.55 2376.18

Non rinsed 7 2012.13 2072.60 2040.41 2111.24 2123.53
8 2003.62 2026.81 2063.89 2044.23 2016.66

9 2025.93 2057.13 2014.32 2020.50 2010.66

Mean+S.D. 2066.78+97.69  2096.84+100.82 2110.03£116.71 2137.08+111.48 2146.19+136.81

Table 10. Ocular irritation of rabbit treated with Taglisodog—eum ointment

Group Rinsed Nonrinsed
Animal No. 1 2 3 4 5 6 8 9 10
lday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
(%%gcri‘f; (OAf) 3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
Cornen 7day 0 0 0 0 0 0 0 0 0
Tday 0 0 0 0 0 0 0 0 0
, 2day 0 0 0 0 0 0 0 0 0
ggfg%ﬁi?;e(%s) 3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
7day 0 0 0 0 0 0 0 0 0
Tday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
Iris (C) 3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
7day 0 0 0 0 0 0 0 0 0
Tday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
Redness (D) 3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
Conjunctiva 7day 0 0 0 0 0 0 0 0 0
Tday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
Edema (E)  3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
7day 0 0 0 0 0 0 0 0 0
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lday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
Conjunctiva  Discharge(F)  3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
7day 0 0 0 0 0 0 0 0 0
lday 0 0 0 0 0 0 0 0 0
2day 0 0 0 0 0 0 0 0 0
[.I.O.I 3day 0 0 0 0 0 0 0 0 0
4day 0 0 0 0 0 0 0 0 0
7day 0 0 0 0 0 0 0 0 0
lday 0.0¢ 0.0
2day 0.0 0.0
M.I.O.I 3day 0.0 0.0
4day 0.0 0.0
7day 0.0 0.0
% L : Test treatment % R : Control
[.I.O.I (The individual index of ocular irritation) = (AX BX 5) + (CX5) +(D+E+F) X 2
M.I.O.I (Mean index of ocular irritation) : from lday to 7day
31.A.0.] (The index of acute ocular irritation) = the maximum value of M.1.O.I
Irritation Index)”7}0.8°2 <F3F A=A EZ=R
V. 248 w7 = AT
4. rHLA=FAL New Zealand White E7|o] A&
FopaAlel AFQ LSS DIHE IS 24 01 mLg Awhd vol AAF F AbtE, A
wejste] okEwT el gAE AL Awsigon ol WEY, AFUE R S Bk, A
2 98 A m4ekd gL Bkl SD. st RE BBol Yol A, AT W
RatE 83 FA49 5428, New Zealand White7] sf, WAL 2 HAL FE2 TAS A ST
E7NE &83 IV AFAHT HuTAIE S A 5. HAE A ARl A= ol F AXE, v
sto] 1 PSS WUl o 22 AdE Atk Aol Htdh i 2F-91Q0 $tllA 14, 2¢, 3
1L gea5e Anel di FAANTAEIARE U, 49 L 7 RE AP F Hold oy
Sprague—Dawley(SD)& &3l AAIEH o™, Al 271 AEEA] oyt
BEENA o TYT AR BBEA @k 6. BT AFAPE) AP AR wAAT R
I, 893 AFe Waly} BAHA] ggron B e/l MLOI (Mean index of ocular irrrtaion)=
AABANNE Bolgh fbizo] #&EA] gfol A FEHAGH2IQ0 Fta 2790 9tellA] 1
W AN (LDsy,  Lethal Dose 50)2 2,000 o, 29, 3¢, 49 9 79AE= BF 0.00.8 ¥
mg/kg b.w oo sl oAk webd A4S A (LA0.DE 0.02
9. BEAES oy WEAZAAES 98 New 2 F252d(Non Irritant) 582 3715 AT},
Zealand WhiteZl 71 E7le] Alg=2 0.5 mL
S vy FHel A3 yHo HEgson 1 ool AE T E u gElamg dus
AR A, AeHs), AL 2 A sES TEAYY IFEAE A NS, AFEE 2 AF
ZE A gkt FFe T4 Fgew, 12 IHF AFAGF(P.LL
3. IFAFA AN AHERS 8 5 s} 19 Primary Irritation Index)7}0.8'2 <Fsk 254
I RS AT A8 24A 7 AFOA T & EAR HEAA, AAFAIHANA  FAAJMASA
o] BAE A, PFRF-oAE 2t Fe] 2 oy (ILA.OI, The index of acute ocular irritaion)+<
A} ELolo) A AR A o}F 7S Fulo] Y 0.002 YA (Non Irritant) B4 =2 H715o] 94
Ak olge Aig ol Helamg duel AR A A8l /s Aow B
kg WA 14 I A=5A42(P.LL; Primary

298



59

9] 491 : Ehy

XRE O
A

9528 AP o] FEIFZAY, D FASAE B P HA= A g
Yu et al., Acute toxicity, Dermal and Ocular Irritation Studies of Taglisodog—eum ointment

#ALY 2
o] =E2 RAEAYR dhojokx mr]E AL (A
IS B090072)2] Al 2Jste] ATFHAS

References

. Hwang JS, Kim JE, Kim HT, Yu YB, Im SH. Topical
application of Taglisodog—eum inhibits the de—
velopment of experimental atopic dermatitis. J
Ethnopharmacol. 2013;145(2):536—46.

. O M;j, Yu YB, Lim SH, Kim HT. A clinical study
for the effect of ointment contained Takrisodok—Eum
on recovering the damaged skin barrier by Atopic
dermatitis. J Korean Orient Med Ophthalmol
Otolaryngol Dermato. 2011;24(3):84—107.

. Lee SM, Hong SU. The Effects of Taklisodok—eum
Extract on Acute Sinusitis—induced mouse. J
Korean Orient Med. 2008;29(4):1—-12.

. Horiuchi Y, Bae S, Katayama I. Nerve growth fac—
tor (NGF) and epidermal nerve fibers in atopic
dermatitis model NC/Nga mice. J Dermatol Sci.
2005;39(1):56—8.

. Ostlere LS, Gordon DJ, Ayliffe MJ, Rustin MH,
Pereira RS, Holden CA. Substance P binding to
peripheral blood mononuclear leukocytes in atop—
ic dermatitis. Acta Derm Venereol. 1997;77(4):
260-3.

. Takano N, Sakurai T, Kurachi M. Effects of an—
ti—nerve growth factor antibody on symptoms in
the NC/Nga mouse, an atopic dermatitis model.
J Pharmacol Sci. 2005;99(3):277—86.

. Raap U, Deneka N, Bruder M, Kapp A, Wedi B.
Differential up—regulation of neurotrophin re—
ceptors and functional activity of neurotrophins
on peripheral blood eosinophils of patients with
allergic rhinitis, atopic dermatitis and nonatopic
subjects. Clin Exp Allergy. 2008;38(9):1493—8.

. Jinnestal CL, Belfrage E, Back O, Schmidtchen
A, Sonesson A. Skin barrier impairment corre—
lates with cutaneous Staphylococcus aureus colo—

nization and sensitization to skin—associated mi—

299

10

11.

12.

13.

14.

15.

16.

17.

18.

19.

crobial antigens in adult patients with atopic
dermatitis. Int J Dermatol. 2014;53(1):27-33.

. Mutou Y, Ibuki Y, Kojima S. Immunomodulatory

effects of ultraviolet B irradiation on atopic der—
matitis in NC/Nga mice. Photodermatol Photoimmunol
Photomed. 2007;23(4):135—44.

. Kim GS, Lee JY, Kim DK. An experimental study

on the anti—allergic effect of the Taklisodok—um.
J Korean Orient Pediatr. 1994;8(1):27-37.
Weon Ho, Hwang CY, Lim KS, Kim JH, Ko SG,
BK, Lee DH, Kim NK. Effect of
Taklisodok—um and Hwangryunhaedok—tang on
Atopic Dermatitis. J Korean Orient Med Ophthalmol
Otolaryngol Dermato. 2011;24(1):121—41.

Yu YB, Sung HJ, Yoon YS, Acute oral toxicity
study of standardized Gami—Honghwa—Tang
(KH-19) in Rats and Beagle Dogs. J Toxicol Pub
Health. 2005;21(1):63-70.

Yu YB, Kim SH, Yoon YS, Acute oral toxicity
study of standardized herbal preparations
(Gami—Samhwang—san, SH—21-B) in Rats. J
Toxicol Pub Health. 2005;21(3);255—261.

Ma JY, Yu YB, Ha HK, Huang DS, Ma CJ, Shin
HK. Acute toxicity study on Samul—tang
(Siwu—tang) Mice.
2007;15(2):113—117.
Ma JY, Yu YB, Ha HK, Huang DS, Shin HK. Acute
toxicity study on Palmul—tang(Bawu—tang) in
Mice. Kor J Herbology. 2007;22(2):13—16.

Ma JY, Yu YB, Ha HK, Huang DS, Shin HK.
Subacute toxicity study on Panmultang
(Bawu—tang) in SD Rats.
2007;22(4):59—64.

Ma JY, Huang DS, Lee NH, Ha HK, Yu YB, Shin
HK.Acute Toxicity Study on Sipjeondaebo—tang
Pathol.

Lee

in Herb Formula Sci.

Kor J Herbology.

in Rats. Korean J Orient Physiol
2008;22(5):1192—1195.

KFDA. Guidlines for Good Labolatory Practice.
KFDA. notification. No. 2009—183. 2009.
KFDA. Toxicity study criteria of medicine and
medical supplies. Seoul. KFDA. notification. No.
2009—116. 2009.



igistelel WiAlekE]A] A24B A4S (20161 1)
Herb. Formula Sci. 2016;24(4):289~300

20. Draize JH, Woodard G and Calverry HO. Methods

21.

22.

for the study of irritaion and toxicity of sub—
stances applied topically to the skin and mucous
membranes. J Pharmacol Exp Ther. 1994;82:
377-90.

Patrick E and Maibach HI. Dermatotoxicology.
In Hayes AW, Editor. Principles and Methods of
Toxicology. 2nd ed. New York:Raven Press.
1989:383—406.

Ballantyne B. Opthalmic Toxicology in General
& Applied Toxicology. Ballantyne B, ed. New
York:Stockton Press. 1993:567—93.

300



