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ﬁa s hgnaﬂ n ﬂ rhGH rhGH-Fc rhGH-Fc
0.2 mg/kg 0.2 mg/kg 1.0 mg/kg
Recombinant human grow‘[h hormone (rhGH) Half-life (hr) 0.55 + 0.12 51.12 + 3.12* 47.76 + 4.32*
therapy requires daily subcutaneous (s.c.) C_. (ng/mL) 46.88+593  16.80+0.72  330.32 + 29.07*¢
Injections, this Inconvenient treatment regimen AUC, ... 279+036 3957+ 151% 53872+ 5373%
results to poor compliance of the patient. Thus, (day*ng/mL)

: - - - T ax(hr) 0.85+0.06  14.40 £3.92*  8.00 + 0.00*
to 1mprove patient comphance, long-acting

rhGH pl‘OdllCtS including various pl‘Ot@iIl fusion Table 1. Pharmacokinetic parameters of rhGH and rhGH-Fc

techniques have been 1n development during in rats. Data are shown as mean + SEM.
past 15 years *: p<0.05, vs. rhGH 0.2 mg/kg,

7: p<0.05, vs. rhGH-Fc 0.2 mg/kg
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To reduce the dosing frequency, we generated a £ # 0.2 mgrheH - | Recult< of
L . . 3 2mgrhGH-5e i : t

chimeric protein of rhGH and the Fc-domain of £ oo SHEE 2, i O

_ _ 5 100 -0 mg thGH-Fe pharmacokinetic

immunoglobulin G (IgG) (rhGH-Fc). The : studies in rats after

pharmacokinetics and pharmacodynamics of SC- £ SC administration of

injected rhGH-Fc were assessed in male Sprague 3 = § s, g'i $§ iﬂgg (F:)(’ )

Dawley rats and hypophysectomized rats, § | N\ 1.0 mg rhGH-Fe (o).
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Daily rhGH rhGH-Fc rhGH-Fc Vehicle

A single SC mjection of rhGH-Fc¢ at a dose of 15 g 240 ug 480 pg
0.2 mg/kg slowly reached a Cmax of 16.80  Bedyweeht 2027+  19.02%+ 2513+  251%
ng/mL and remained for 7 days with a half-life .~ 045"t 082f . 079" 097
& Gdys Wil d Hd Widthof tibial  299.04 + 28334+  319.04%  190.29 #
of 51.1 hr. Conversely, a single SC 1njection of gmw(fth F;'ate 6.42* 6.38*+ 7 87" 5.4
um

rhGH 0.2 mg/kg rapidly reached a Cmax of

46.88 ng/ml and declined with a half-life of Table 2.Efficacy of rhGH and rhGH-Fc¢ in Hpx rats,
0.55 hr to baseline values in 4 hr. In the *: n<0.05, vs. Vehicle, 1: p<0.05, vs. rhGH-Fc¢ 480 pg/animal

efficacy study, the SC-mjected rhGH-Fc m
induced rapid weight gain and tibial width
orowth at a dose of 240 pg/animal. The effect The rhGH-Fc¢ 1s a novel candidate for long-

of two 1njections of thGH-Fc separated by one acting rhGH therapy with more convenient
week was comparable to that of the same dose weekly administration, as it reduces

of 14 daily myjections of thGH. . glomerular filtration and receptor-mediated

clearance while allowing for the rapid
reversal of potential adverse events.

GJI HO I TAL
OUNDATION OF MEDICAL CORPORATE
LN
S 450"P2 Growth Poster o ter®. o
2 RIARINIY suanvran presented at sionOnline



