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AT (Harpagophytum  procumbens)2 2ule] &
(Devil’s claw)olehis. 3o, golzelsl F31z} L]
Hlofe] Zekatel Abhel AR el oleld

o] Apgolct,

Objectives To assess the safety of Shinbaro3 Pharmacopuncture by analyzing the po-
tential single-dose intramuscular toxicity of Shinbaro3 Pharmacopuncture at various dose
levels in SD (Spraque-Dawley) rats and Beagle dogs.

Methods For evaluation of single-dose intramuscular toxicity of Shinbaro3 Pharmacop-
uncture, 40 SD rats (20 male and 20 famale) and 4 Beagle dogs (2 male and 2 female) were
used. The rats were divided in four groups of 10 each, and treated intramuscularly with
Shinbaro3 Pharmacopuncture at doses of 0.3, 0.6 and 1.2 mg/kg in distiled water, and
distilled water as a vehicle control group, respectively, The Beagle dogs were divided into
two groups of 2 each, and treated intramuscularly with Shinbaro3 Pharmacopuncture at
doses of 0,15, and 0.3 mg/kg in distilled water, respectively, and signs of toxicity were
observed, After a wash-out period of 3 days, the procedure was repeated with Shinbaro3
Pharmacopuncture at doses of 0.6, and 1.2 mg/kg in distilled water, respectively, Mortality,
body weight changes, and necropsy findings were examined during the study period.,
Results There were no mortalities in either the SD rats or Beagle dogs. There were also
no significant differences in adverse effects, body weight, or necropsy findings between the
Shinbaro3 Pharmacopuncture and control groups,

Conclusions There results suggest that the lethal dose 50 (LDso) and approximate lethal
dose (ALD) value of the test substance Shinbaro3 Pharmacopuncture are higher than 1.2
mg/kg in SD rats and Beagle dogs. (J Korean Med Rehab 2015;25(2):73-80)

Key words Single-dose intramuscular toxicity, Harpagophytum procumbens, Shinbaro3
Pharmacopuncture, Spraque-Dawley rat, Beagle dog
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778 % SD (Sprague-Dawley) Al%o] SR AT

A(SPF) A=F o 7} 22nke]E 54 o] HAd F
4

o,
4z

0

2]

FREA 276.39~317.15 g, $H 178.09~200.77 9)°]
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SD (Sprague-Dawley) HE9} 7S |83+ 2ml23 oFxle] ths] Z8Fo] AT T

0.5°C, AEE 44.4+4.2% RH, 3+7)3)¢ 10~153)/hr,
Z 12 hr (08:00 H5~20:00 &%), F= 286 LuxZ F
Aatltt. $E2 3}, Fof 2 #AFIRE ol 2H|Q)
#2A] ARG FAH700W X 750L X 750H mm) ol 1w}2]/A}
S ARSI Al ATERE IR0
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2 1 mli/kge] FoINgS AFsATHTable 1.1),
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B AFEA] duE o]&et T3] 8ol 544F
o] A} 0.3, 0.6 2 1.2 mg/kg ForolA ojwst =4
4 Wste dztER] skt wabA, ool A 3t
Zste] 2 Aois 14 Fogd2 ddEd 015 ¥
0.3 mg/kgO 2, 2a} FAEFE 0.6 B 1.2 mg/kgO =
A733FIrH(Table 1.2).
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Table I. Group Composition for Assessment of Single-dose Intramuscular Toxicity in SD Rats and Beagle Dogs

1. Rats
Group Sex Number of animals Animal No, Administred fluid volume (ml/kg) Dose (mg/kg)

Gl Male 5 G1-1~G1-5 1 0
Female 5 G1-21~G1-25

G2 Male 5 G2-6~G2-10 1 0.3
Female 5 G2-26~G2-30

G3 Male 5 G3-11~G3-15 1 0.6
Female 5 G3-31~G3-35

G4 Male 5 G4-16~G4-20 1 1.2
Female 5 G4-36~G4-40

G1: control, G2~G4: experimental group.

2. Beagle dogs

Administration

Administred fluid

) Group Sex Number of animals Animal No, Dose (mg/kg) volume (ml/kg)
1st Gl Male 1 1 0.15 0.1
Female 1 3
G2 Male 1 2 0.3 0.1
Female 1 4
2nd G1 Male 1 1 0.6 0.1
Female 1 3
G2 Male 1 2 1.2 0.1
Female 1 4

*intramuscular,
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SD (Sprague-Dawley) HE=9} H|Z7AS o]83t 2uf23 ofzle] ths] &5 E4d43 T

szke BEEA SheHTable V),

Table II, Mortality and Other Adverse Events of SD Rats in
Single-dose Intramuscular Toxicity Testing with Shinbaro3
Pharmacopuncture

ARA7IRY T APEEES EER] Qigkth dnkidell
M 22k B 3, Aks E3o] 0.6 mg/kg Folt ¢
oM Fof T 3UFE 90U % 11UFE 149714 Az
AtH(Table V).

G1 (0) 0/5 0/5 0/5 0/5 2) XM=}

G2 (0.3) 0/5 0/5 0/5 0/5

G3 (0.6) 0/5 0/5 0/5 0/5 12} o A Fof & 194 0.15 mg/kgFolr A 2
G4 (1.2) 0/5 0/5 0/5 0/5

0.3 mg/kg Tl oM Asaart S 244

Table III. Body Weight of SD Rats in Single-dose Intramuscular Toxicity Testing with Shinbaro3 Pharmacopuncture

Male G1 (0) 295.78+13.57 299.22+14.55 337.56+22.74 382.74%33.39
G2 (0.3) 293.661+9.92 298.78+10.74 340.87+13.73 388.14+23.35
G3 (0.6) 292.72+10,11 298.38+9.61 337.29+15.73 381.62+24.03
G4 (1.2) 292.64113.99 296.75+13.21 336.12+16.83 379.65+24.33
Female G1 (0) 188.18+4.29 190.42+5.48 215.35+4.80 231,94+11.20
G2 (0.3) 185.64+3.31 191.28+6.06 214.47+3.50 235.05+6.12
G3 (0.6) 191,79+5.81 195.09%7.50 216.98%5.91 239.96+5.92
G4 (1.2) 187.8618.35 190.57£11.87 210.18+17.51 230.941+19.45

Table IV, Necropsy Findings of Single-dose Intramuscular Toxicity in SD Rats

Male Al | 5/5+ 5/5 5/5 5/5
Female organs Norma 5/5 5/5 5/5 5/5

*Number of animals with abnormal findings/Number of animals examined.

Table V. Mortality of Beagle Dogs in Single-dose Intramuscular Toxicity Testing with Shinbaro3 Pharmacopuncture

1st G1 (0.15) Male 1 0/0
Female 3 0/0

G2 (0.3) Male 2 0/0

Female 4 0/0

2nd G1 (0.6) Male 1 0/0
Female 3 0/0

G2 (1.2) Male 2 0/0

Female 4 0/0

*intramuscular,
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Table VI, Body Weight Difference of Beagle Dogs in Single-dose Intramuscular Toxicity Testing with Shinbaro3 Pharmacopuncture

Administration Group Sex Animal
(i.m) (dose (mg/kg)) No.
15t Gl Male 1

(0.15) Female 3

G2 Male 2

(0.3) Female 4

ond ™ Gl Male 1
(0.6) Female 3

G2 Male 2

1.2) Female 4

Body weight (g)

?SZ?%? Day 1 Day 4 Day 7 Day 15  Difference
10,24 10.24 - - - )
7.98 7.96 - - - —0.02
10.92 10.76 - - - —0.16
7.90 7.66 - - - —0.24
10.38 9.82 10.14 10.15 11.10 0.72
8.16 7.92 7.88 7.62 766 —0.50
10,74 10.84 10.92 10.96 11.30 0.56
7.90 7.74 7.92 7.80 8.18 0.28

*Day count from 1st adrrumstrdtlon Ddy count from 2nd administration, | Difference indicates body weight difference between

Baseline (Day 0) and Day 1. ¥ Difference indicates body weight difference between Baseline (Day 0) and Day 14.  intramuscular,
Table VII, Necropsy Findings of Single-dose Intramuscular Toxicity in Beagle Dogs
Group (dose (mg/kg)) Sex Animal No, Examined parts Necropsy findings
G1 (0.15—0.6") Male 1 No gross findings
Female 3 No gross findings
G2 (0,3*—>1,2T) Male 2 No gross findings
Female 4 No gross findings

*Dose at 1st administration, TDose at 2nd administration,
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