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ABSTRACT : HRccine was administered subcutaneously to rats for 4 weeks at dose levels of 300, 60 and
12 times the expected clinical dose to evaluate the subacute toxicity. There were no treatment-related ef-
fects in clinical signs, body weight changes, food consumption, water consumption, urinalysis and blood
biochemistry in any dose groups. In hematological examinations, increase of leucocyte counts and decrease
of hemoglobin concentration were observed in the high dose-treated group. However, no treatment-at-
tributable pathological changes were observed in microscopic examinations. The no-effect dose in subacute
toxicity study of rats was considered to be 300 times the expected clinical dose.
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Fig. 1. Body weight changes of male rats treated subcutaneously
with HRccine for 28 days.
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Fig. 2. Body weight changes of female rats treated subcutaneously
with HRccine for 28 days.
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Fig. 3. Food consumption of male rats treated subcutaneously with
HRccine for 28 days.
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Fig. 4. Food consumption of female rats treated subcutaneously
with HRccine for 28 days.
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Fig. 5. Water consumption of male rats treated subcutaneously with
HRccine for 28 days.
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Fig. 6. Water consumption of female rats treated subcutaneously
with HRccine for 28 days.
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Table 1. Urinalysis data in male rats treated subcutaneously with
HRccine for 28 days.

Table 2. Urinalysis data in female rats treated subcutaneously with
HRccine for 28 days.

Group Control | 12 times | 60 times {300 times Group Control | 12 times | 60 times |300 times
No. of Animal 10 10 10 10 No. of Animal 9 10 10 9°
Volume (m//18 hr) | 6.8+1.76| 6.6+1.85{ 7.7+2.1 | 7.1+ 1.84 Volume (m#/18 hr) | 3.6+1.59] 2.4+ 1.65| 2.7+ 1.55| 2.9+1.37
pH 6.7+0.42) 6.7+0.35| 6.8+0.42 6.9+0.34 pH 6.5+0.37 6.3+0.26| 6.4+0.41| 6.3£0.25
Specific gravity 1.03+0.05]1.03+0.02/1.034:0.02|1.02+0.04 Specific gravity 1.03+0.02/1.03+0.01{1.03+0.06[1.03+0.04
Protein 0 5 4 5 5 Protein 0 - 1 -
(mg/dL) 30 5 6 5 5 (mg/dL) 30 5 2 4 3
100 - 100 4 6 5 4
300 - - - - 300 - 1 1 2
Nitrite Negative 10 10 10 10 Nitrite Negative 9 10 10 9
Positive - - - Positive - - -
Occult - 10 10 10 9 Occult - 9 10 10 8
blood + - - - blood + -
++ - 1 ++ - - - 1
+++ - - +++ - - -

Ketone 2 10 10 10 Z Ketone (5) 8 ‘f 10 9

mg/dL mg/dL -

(mg/dl) |2 ) (mg/dl) | | . ]
Urobilinogen 0 10 10 10 10 Urobilinogen 0 9 10 10 9
(Ehrichs}t¢]/ 0.1 - - - (Ehrichwt$}/ 0.1 - - -

dL) 1 - : - dL) 12 J - - -
10 10 10 10 9 10 10 9
Bilirubin + Bilirubin + _ -
++ - ++ - - -
. 0 9 10 10 9
Glucase 3 | 10 10 10 10 Glucose o 3
dL . /dL X _
(g/db) 0.25 (&/db) 0.25 - ~ -
+ - + - - -
Epithelial ++ : - - Epitlfﬁlial ++ - ~ _
cell .t ce 4+t | _ B
+ - - + 5 - 1
Crystals* +4 . _ Crystals* ++ - _
4+ +++ | - - 1
+ — + 1 -
Cast* ++ - Cast* 4+ . - -
+4+ - - — +++
+ + -
WBC* ++ WBC* + i _
+4++ - t++ - -
+ + - - - -
RBC* ++ RBC* + - -
+++ t++ -

*+ : Slight; ++ : Moderate; +++ : Severe.
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focal necrosis, spleeno]4] hemosiderosis®} ex-

tramedullary hematopoiesis 52 vehAgic}t. gk =
ot tovkelefiAl= zkell4] 4Ime] perilobular  hepa-

tocyteol] lipid granules accumulation, tlZ&rol|A]e} o]

‘One animal was killed by technical error
*+ : Slight; ++ : Moderate; +++ : Severe.

spleenoll4] 7 =2 hemosiderosis®?} extramedullary
hematopoiesis & Hep - ¥ A& 2]k
o] A A= omd gk Mal e 2w %] okgkr)(Table 9).
izt 2R 10eke] oA velt W2 7hel]A] focal
necrosis, dol|4] peribronchiolar lymphocytes ac-
cumulation 72|17 uterusel] mucosal layer=2] neutro-
philic migrationg ¥¢lc). w-gek Fol& 10vle] oAl
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Table 9. Histopathological findings of male Sprague-Dawley rats
treated with HRccine for 28 days.

Table 10. Histopathological findings of female Sprague-Dawley rats
treated with HRccine for 28 days.

Group Control| Low |[Medium| High Group Control| Low |Medium|High
Dose(x clinical dose) 0 12 60 300 Dose(x clinical dose) 0 12 60 300
Number of Animal 10 10 10 10 Number of Animal 9 10 10 9v
Liver Liver
focal necrosis of hepatocyte 1 0 1 0 focal necrosis of hepatocyte 1 1 0 0
perilobular fatty perilobular fatty accumulation(mild) 0 0 0 7
accumulation(mild) 0 1 0 2 hyaline degeneration of small vessel 0 0 0 2
Spleen Spleen
hemosiderosis 2 1 2 3 congestion(mild) 1 0 1 1
extramedullary hematopoiesis 2 2 1 4 erythroblast increased 2 1 1 2
Salivary gland o o 0 0 hemosiderosis . L T N
- cxtramedullary hematopoiesis 2 3 2 2
Frachea 0 0 0 9 hyaline degeneration of arterioles 0 1 0 1
Esophagus v 0 v v Salivary gland o o] o |o
Urinary bladder 0 0 0 0 Trachea 0 0 0 0
Heart 0 0 0 0 Esophagus 0 0 0 0
Testes 0 0 0 0 Urinary bladder 0 | o 0 0
Epididymiais 0 0 0 0 Heart
pancreas 0 0 0 0 focal myocardial necrosis 1 0 0 0
Thymus 0 0 0 0 Pancreas 0 0 0 0
Gl tract Thymus 0 0 0 0
neutrophilic migration in 1 0 1 0 Gl tract
mucosal layer neutrophilic migration in mucosal layer 1 0 1 0
Stomach 0 0 0 0 Stomach 0 0 0 0
Cerebellum 0 0 0 0 Kidneys
Cerebrum 0 0 0 0 focal interstitial mephritis 0 0 0 0
Kidneys Lungs
focal interstitial nephritis 1 0 1 0 peribronchiolar lymphoid cell aggrcga{ 2 3 1 2
Lungs tion
peribronchiolar lymphoid cell Uterus
aggregation 2 2 1 2 neutrophilic migration in mucosa 1 1 1 2

Numbers indicate the number of animals showing abnormal changes.

O} agekgtof| A= xulA o] 77]7) & 3
AL 0w Zobsteict. el Zvbe] AR Avie
Al (fatty degeneration)®. & ehslr]|i=
o2 A 7EEIch(Table 10).

1 l‘:‘-“
i
_%ﬁ
32

Iv. o 9 A#E

HRccine2] ratol] t)gt obFAl SA1-8- H7)sly| 2] slod
ol apoll 4-G-2k2] 3008, 60, 126)e] x5k 289) ol
Q1405 93} ol Slgck. 21 A3} 4] 1

h83
10| sa W HolHal ke A oere

X

“one animal was killed by technical error
Numbers indicate the number of animals showing abnormal changes.

o}, AFs, AbeAd A, S AL dAAgstst
2 ZAAbel A o) mgtel] w]al FolAd gl sy} ks
#| ekgkrt.

S olskx] ] Afol|4]3= Hemoglobin®] F% % Hema-
tocritx] 2] A|s}7}F A v H 0 48F FolTelld {o4
oA FakElgl o v, MCH2} MCHC®] #]3} 2 Platelet®]
=7 34 "IL OE —‘?04*0% oA SlAl =gl
L} —Laaur nlekslo] 0 vy, oo

491l ooz SAfolehn wrok olsiel i
At w] L] FATE Rl Sretel o, o)eie
A el e} <o) Aot At



AR 7] alellx] Bolgh Wz} AR R oot X §E
Aol 2]k HAJo] ole} etElch. Welsha] ZAlel A
olg] A7 cleksh walrl A=) ot o] = AldAkd
7) ofokshrlql Qale] o3k Wizlety AlRE v AP
3 FEk o g Atg¥c}. o]Ake] A= Hantabax 2]
o} FAIEA] A (Moon -, 1989)9} AKEH 702 Al H|
v, B & 2|4 HRccine2] 284 3]} Foo| 23
Fod gheke- Qabel| Al-g-ake] 3008 o]AF o s At
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