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Embryo-Fetal Developmental Toxicokinetic Study of CBX129801, a Bio-active C-peptide for Potential Replacement Therapy
In Type 1 D1abetic Nephropathy, in Rats and Rabbits After Subcutaneous Injections

ABSTRACT

To evaluate the maternal toxicokinetics and fetal
exposures of CBX129801 in studies which assessed the

Purpose:

Corresponding AUC 1, values were 549, 1880, 5950
and 21200 ng-day/mL in rats and 1050, 3780, 11500 and

Figure 1

Mean CBX129801 Plasma Concentration-Time Profiles in Pregnant Rats Following Repeated Subcutaneous
Injection of CBX129801 in an Embryo/Fetal Developmental Study (GD 6, GD 9, GD 13 and GD 17)

Table 1

Summary of TK Parameters of CBX129801 in Pregnant Rats

Following Repeated Subcutaneous Injection of CBX129801 in an
Embryo/Fetal Developmental Study (GD 6, GD 9, GD 13 and GD 17)
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Table 2

Summary of Mean TK Parameters of CBX129801 in Pregnant Rabbits

Following Repeated Subcutaneous Injection of CBX129801 in an
Embryo/Fetal Developmental Study (GD 7, GD 11, GD16 and GD 21)
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To evaluate the maternal toxicokinetics (TK) and fetal exposures of CBX129801 in studies which assessed the developmental toxicity, after © 5 . o . 06 0 o i oo . o esults

subcutaneous injection of 4 doses to pregnant female rats and rabbits during the major period of organogenesis.

Dose, mg/kg Dose, mg/kg

CBX129801 was readily measurable in plasma of both species with T.., CBX129801 apparent T,,, values ranged from 0.837 to 1.00 day in rats
values ranging from 0.250 to 2.00 days in rats and from 1.00 to 2.00 and the mean apparent T,, values ranged from 2.14 to 2.39 days in

days in rabbits (Tables 1 and 2 and Figures 1 and 3). rabbits (Tables 1 and 2).

In rats, CBX129801 C, ., values following the first dose were 261, 90/, The exposure following repeated doses was approximately equal to that
2640 and 9960 ng/mL and AUC_y, values were 549, 1880, 5950 and following the first dose in rats and was slightly higher than (1.56- to 1.66-

21200 ngrday/mL for CBX129801doses of 3, 10, 30 or 100 mg/kg, x) that following the first dose in rabbits (Tables 1 and 2).

Introduction respectively (Table 1).

Figure 3

The T, Ty, Vd/F and CL/F values did not change due to the increase
In rabbits, mean CBX129801 C_., values following the first dose were in CBX129801 dose or repeated dosing in both species (Tables 1 and 2
359, 1240, 3880 and 13000 ng/mL and mean AUC values were and Figures 1and 2).
1050, 3780, 11500 and 37300 ng:day/mL for CBX129801 doses of 3,

Mean CBX129801 Plasma Concentration-Time Profiles in Pregnant Rabbits Following Repeated Subcutaneous

T 1 diabetes is characterized by the body’s inability t d Cebix is developi PEGylated C-peptide d CBX129801) f
ype 1 diabetes is characterized by the body’s inability fo produce Cebix is developing a ylate peptide drug ( ) for Injection of CBX129801 in an Embryo/Fetal Developmental Study

proinsulin and consequently both insulin and C-peptide. the treatment of long-term complications of diabetes. The PEG
attaches to the single amino acid at the N-terminus leaving the

It is estimated that 4 million people in the U.S. and Europe have type biologically active C-terminus available. CBX129801 has an a0000 __Linear Scale 10° ESeml—Logarl’rhmlc Scale 10, 30 or 100 mg/kg, respectively (Table 2). The dam/fetal plasma concentration ratios ranged from 101- to 1360-x
1 diabetes and about 15,000 children are diagnosed with type 1 extended half-life as compared to unmodified native C-peptide = : A > in rats and from 33.0- to 187-x in rabbits (Tables 1 and 2).
diabetes in the U.S. each year. (days as compared to minutes). S 15000 I c o100 ] - N CBX129801 TK exposure (C,,, and AUC,_y) was dose proportional in
€ 9 {0 IS I S . S both species (Tables 1 and 2 and Figures 2 and 4)
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preclinical and early clinical studies.
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Conclusions

The exposure of CBX12980], as measured by C,,, and AUC, 5, increased in a
dose proportional manner after single or repeated dosing in both species.

Half-life ranged from 0.837 to 1.00 day in rats and from 214 to 2.39 days in
rabbits and were unaffected by repeated dosing. Repeated dosing resulted in
no accumulation in rats and 1.36- to 1.66-x accumulation in rabbits. The fetal
exposure was minimal in both species; however, some limited fetal exposure
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Methods Figure 4

Study Design TK Analysis Mean CBX129801 C,., and AUC,_, in Pregnant Rabbits as a Function of CBX129801 Dose in an Embryo/Fetal
Developmental Study was present.
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