e

Journal of Korean Medicine Rehabilitation Vol, 25 No., 3, July 2015

pISSN 1229-1854 elSSN 2288-4114
http://dx doi.org/10.18325/jkmr.2015.25 3 1

Original Article

Aulz 3l SD F=9} S| i3t ©3] 55

=AY

o171% - B - 0]913] - olAh -

Aol RA BT

e - gy

Y

Study on Single-dose Intramuscular Toxicity of Shinbaro Pharmacopuncture
in Sprague-Dawley (SD) Rats and Beagle Dogs

Jin-Ho Lee, K M.D,, Hwa-Jin Chung, Ph.D., In-Hee Lee, M.S., Jae-Woong Lee, M.S,,
Eun-Jee Kim, M.S., Min-Jeong Kim, B.S.

Jaseng Spine and Joint Research Institute Jaseng Medical Foundation

Ao|Z )

(=}

T od71H| | -of|

o ©
I’.QL |'|.|'

Y HO
X rlo

[IE_'>1

RECEIVED June 18, 2015
REVISED  July 7, 2015
ACCEPTED July 8, 2015

CORRESPONDING TO

Min-Jeong Kim, Jaseng Spine and
Joint Research Institute Jaseng
Medical Foundation, 858 Eonju-ro,
Gangnam-gu, Seoul 135-896, Korea

TEL (02) 3218-2251
FAX (02) 3218-2244
E-mail lkomvje@jaseng.co kr

Copyright © 2015 The Society of
Korean Medicine Rehabilitation

Objectives To evaluate Shinbaro Pharmacopuncture safety through analysis of potential
single-dose intramuscular toxicity of Sinbaro Pharmacopucture in SD rats and Beagle
dogs,.

Methods Single-dose intramuscular toxicity of Shinbaro Pharmacopuncture was as-
sessed in accordance with Korea Food and Drug Administration Guidelines for toxicity test-
ing of Medicinal Products, The SD rats were treated intramuscularly with Shinbaro
Pharmacopuncture at doses of 0, 4.6, 9.2, and 18.5 mg/kg, respectively. The Beagle dogs
were treated intramuscularly with Shinbaro Pharmacopuncture at doses of 2 3, and 4.6
mg/kg, respectively, and after 3 days, the procedure was repeated a second time at doses
of 0.6, and 1.2 mg/kg, respectively, for toxicity testing, Mortality, change in body weight,
and necropsy findings were examined for the study period.

Results There were no mortalities, general symptoms, or body weight changes in the SD
rats, While pyelectasis of the left kidney was observed in a male rat in the 4.6 mg/kg admin-
istration group, natural occurrence is common, and does not appear to be related with the
test substance, No mortalities were observed in the Beagle dogs, In assessment of general
symptoms, a female dog in the 9.2 mg/kg group displayed body weight decrease due to
leftover food, but the change in body weight was within the normal range seen at 6~7
months, and the necropsy findings were not significant, The toxicity of the test substance
appears to be minimal,

Conclusions The results suggest that the lethal dose 50 (LDsg) and approximate lethal-
dose (ALD) value in single intramuscular administration of Shinbaro Pharmacopuncture in
SD rats and Beagle dogs are higher than 185 mg/kg. (J Korean Med Rehab
2015;25(3):1-9)
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Al@date] A 9 Grtel] &85 7 Q7] whiZol ARE-

shton], eldElol (371 Al T,

(1) si=

Aol g2l 1.11 mg/60 kg (=18.5 ugkg)e] °F
1,000802] 18,5 mg/kgS &% Folrog
29 gauge, 12,7 mme| syringe® FASIILE FH|E 22
ol 8% % A&FS Ao, FAESTE T
ke AU S T 7o BY AFS VIEeRE 1
ml/kge] FofNgFS Ak ArH(Table 1-1).

(2) HIZA

2 AEEHY i o83 T3] 55 54AE
o] A3}, 4.6, 9.2 2 18,5 mg/kg FolwollA] ofugt =
et sk dEEA] RSkl webA, o] AE
Fzxste] 2 ARelxeE 13k FodFe AIFEE 2.3,
4.6 mg/kgO =, 23} T8k 9.2, 18,5 mg/kgo 2 A
AsFFIL 1 cc, 29 gauge, 12.7 mme] syringe2 FAFS}

3t 1 cc,

YJtH(Table 1-2).

Table I, Group Composition for Assessment of Single-dose Intramuscular Toxicity in SD Rats and Beagle Dogs

1. Rats
; . Administred fluid
Group Sex Number of animals Animal No. 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 4.6
Female 5 G2-26~G2-30
G3 Male 5 G3-11~G3-15 1 9.2
Female 5 G3-31~G3-35
G4 Male 5 G4-16~G4-20 1 18.5
Female 5 G4-36~G4-40
G1: Control, G2~G4: Experimental group.
2, Beagle dogs
Administration Number of imal Dose Administred fluid
(i.m*) Group Sex animals No (mg/kg) volume (ml/kg)
1st Gl Male 1 1 2.3 0.1
Female 1 3
G2 Male 1 2 4.6 0.1
Female 1 4
2nd G1 Male 1 1 9.2 0.1
Female 1 3
G2 Male 1 2 18.5 0.1
Female 1 4

*intramuscular,
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Table II. Mortality and Other Adverse Events of SD Rats in

Single-dose  Intramuscular

Toxicity Testing with Shinbaro

Pharmacopuncture
Group Mortality (deaths/total) Other adverse events
(Dose (mg/kg)  ppale Female Male Female
G1 (0) 0/5 0/5 0/5 0/5
G2 (4.6) 0/5 0/5 0/5 0/5
G3 9.2) 0/5 0/5 0/5 0/5
G4 (18.5) 0/5 0/5 0/5 0/5

o H|2A

AR7IRE T AP EES HEER] it dnksidd
M 2k Fol 1, AR o] 9.2 mg/kg ot A
A Fol F 1490, A= Fol F 297 4¢Y
2 9ARE 13A7}A] FFEATHTable V).

_L4_4

2) Stz

12} Fof Al o] 3 194 2.3 mg/kg Foldt 73 2

4.6 mg/kg Fol el Alsiirt BEEST 23F
Fof Al ATt £ & 194 BE Fofwellr] #z
HA, Fof T 7UA = 9.2 mgkg Tt U
18,5 mg/kg T MM AFHar HREHA &=
gk 9.2 mg/kg LA oM= AIR7IRE B}t AleS7HeAI7E
= ATK(Table VI).

AEAS] Folol dE o} &2 WA gt

TH(Table VII).

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

Group
(dose (mg/kg))

Sex
Male G1 (0)
G2 (4.6)
G3 9.2)
G4 (18.5)
G1 (0)
G2 (4.6)
G3 (9.2)
G4 (18.5)

Female

Body weight (g)

0 day

304.01+11.65
300.45+8.41
302.201+9.74
286,48+25.91
192.29%7.49
192.08+10.96
188.44+6.69
188.25+4.95

1 day

311.54+13.23
309.30+10.93
311.47£12.13
298.77£20.83
193.02%£6.13
196.55%9.24
192.98+11.53
194.06+8.39

7 day

361.10%£19.43
362.87421.80
358.00+14.33
352.01+13.12
217.441+13.68
224.34+9.64

221.94%12.53
214.01%+10.04

14 day

416.23%30,60
415.66%£32.74
417.13%£22.79
399.24+16.86
241.61+23.43
250.97+10.89
246,87+19.29
235.98114.87

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

Examined
Sex
organs
Male All organs
Female

Group (dose (mg/kg))

Findings

Normal

G1 (0)
5/5*
5/5

G3 (9.2)

5/5
5/5

G4 (18.5)

5/5
5/5

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

www.ejkmr,.org 5
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Table V., Mortality of Beagle Dogs in Single-dose Intramuscular
Toxicity Testing with Shinbaro Pharmacopuncture

Administration Group Animal Mortality/Other

(1.m*) (dose (mg/kg)) e No. adverse events
1st G1 (2.3) Male 1 0/0
Female 3 0/0
G2 (4.6)  Male 2 0/0
Female 4 0/0
2nd Gl 9.2)  Male 1 0/0
Female 3 0/0
G2 (18.5) Male 2 0/0
Female 4 0/0

318 .

ofoll & eiolr Albs okzle] Qb did A
22 Hustud AFeloREetadel ook Fol %4
A7 SiAsle] Gesh HlFA] UE Dol
AR skt

Z73} 3709 AlET 4.6, 9.2, 18.5 mg/kgo g 7tz 4
gatdon, A7 Bt APEEE, Soldt duksat
9 AeHshe AEER] ododth AEEs A 2E AE
FEo 14 A A 4.6 mg/kg FolT 180 2=
Ae] Aol T&f‘lﬂdi‘/} o= x}oﬂ%}*ﬂ@e&

e

7L 2.3, 4.6 g/kg_i —rcﬂo}— /\]@%7“:} 5o
g ARSI 7 A 7 1ajelel] 12F g 3

Table VII, Necropsy Findings of Single-dose Intramuscular
Toxicity in Beagle Dogs

Group Animal Examined Necropsy

(dose (mg/kg)) Sex No. parts findings
G1 (9,2*H18,5T) Male 1 No gross findings
Female 3 No gross findings
G2 (9.2*—>18,5T) Male 2 No gross findings
Female 4 No gross findings

*intramuscular,

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

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

Body weight (g)

Administration Group Sex Animal .
(L.m) (dose (mg/kg)) No. LEgESinS Day 1 Day 4 Day 7 Day 15  Difference
(Day 0)

15t T Gl (2.3) Male 1 9.68 9.72 - - - 0.04

Female 3 8.74 8.70 - - - —0.04

G2 (4.6) Male 2 9.12 9.10 - - - —0.02

Female 4 9.08 9.02 - - - —0.06

2nd* ! Gl 9.2) Male 1 9.92 9.86 10,14 9.64 10.26 0.28

Female 3 9.18 8.82 9.00 8.54 8.86 —0.32

G2 (18.5) Male 2 9.30 9.20 9.38 9.40 9.98 —0.32

Female 4 9.10 8.88 9.26 9.14 9.64 0.54
*intramuscular, Day count from 1st adrmmstramon Day count from 2nd administration, ¥ Difference indicates body weight differ-

ence between Baseline (Day 0) and Day 1,

6 J Korean Med Rehab 2015;25(3):1-9

D1fferer1ce indicates body weight d1fferer1ce between Baseline (Day 0) and Day 14.
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