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Pre-clinical bio-similarity evaluation of Recombinant Human Insulin R

WANG Hai-rong, FAN Ming-yuan, XIANG Zong-shang, SONG Zi-hui, HU Xiao-cheng, ZHANG Chun-yun,
CAI Yong-ming, ZHANG Zong-peng
TJIPR Drug Assessment Co. Ltd, Tianjin 300301, China

Abstract:ObjectiveThe purpose of this article is to investigate the bio-similarity of Insulin R via repeated-dose toxicity study and
immunogenicity study. Methodsln this 30-day subcutaneous injection toxicity study in Beagle canines, bio-similarity of Insulin R was
evaluated in doses of 0.5, 1.0 and 1.5 1U/kg via clinical observation, food consumption, clinical pathology, histo-pathology and
immunogenicity test, with vehicle and Humulin R (1.5 1U/kg) groups as controls. ResultsSymptoms of food consumption reduction,
and vomits were observed in high and middle-dose groups; and one male animal in high dose group had salivation, tachycardia and
convulsion on the first 8 days. Similar toxic reactions were found in Humulin R group. No anti-Insulin R or anti-Humulin R antibody
was detected. ConclusionThe NOAEL of Insulin R in this Beagle dog repeated-dose toxicological study was considered to be 0.5
1U/kg, and with no anti-Insulin R antibody detected, showing a great biosimilarity with Humulin R.

Keywords:Insulin; Toxicology; Immunogenicity; Beagle canine; Bio-similar
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Fig. 1 Effect of Insulin R sc30-day repeated-dose on dogs’ body weight, blood glucose and heart rate ( X £s)
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2 InsulinR 4575 30 d 1524 14 d FEAFNMER M T BE R BRI (X £5)
Table 2 Coagulation and RET in Beagle canines of Insulin R 30-day repeated-dose toxicity study ( X £s)
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