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Dose (ng/kel 0 10 30 100
Antibody formation 2day [} 5] ) [5] Q o 0 [}
(%) 14day ¢} 0 66 93 66 33 100 43
28day o] 0 66 66 66 33 100 43
Plasma concentration 2day BDL BDL 0. 74 2. B5
of drug 14day BOL 2.08 4.77 16. 80
{ng/mL) 28day BDL 1.70 1. 45 G. 25
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(g/ dlb) Z28day 2.5 5..0" 4. 7% 4, 6"
Cholesterol 14day 142. 2 188, 2*% 212, 2* 182. 0*
(me/dl) 28day 146. 3 168. 7* 171.0 167. 2

BDL: Below detection limit

Table 1 A 28 day subcutaneous repeated dose toxicity
study with cytokine in rhesus monkeys
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Fig. 1 Mean anti-hGH antibody titer in pigs after administering
0.5 mg hGH once daily for 22 days (H. Agersa et al, 1999)
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Fig. 2 Mean (+8D) hGH congentration in pigs on day 1 and 22
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Fig. 3 Comparison plasma concentration of drug in antibody
positive and negative rats following subcutaneous injection
of immunosuppresant

- - e
DO/SE Bay IgG Antibody Titer Antﬁ)qdy
(mg/kg) Mean 5D Rﬁar%té\.l'e
1
T8 0] 777 s
25 1120 657 5/8
0.25 33 13120 8500 5/8
37 8670 9280 6/8
I8 200 N7& 178
25 520 657 5/8
1 33 5370 9150 7/8
37 2640 2580 5/8
18 N7A N7E O78
5 25 1700 2120 2/8
33 6300 9710 6/8
37 4340 5010 5/8
I3 N7& N/E 078
25 N/A N/A 0/8
25 33 N/A N/A 0/8
37 N/A N/A 0/8

N/A: Not applicable

Table 2 Inhibition of antibody formation with

immunosuppressant

AP EEEI I FOEEEIL T B
ZEFELC, EEITOL

TEoT, B MloBlT
PR EE DR S HEN
EhH A,

3. ¥&£8
1) 7347 [rif::ﬁh” I Hnic et wlbEic s wT

BRI B (2T SRR RS Rl S LB,
2}%%&5H%h%%&@ﬁﬁ#%tkuh PR TRES
BEEOHIEZIENT LI 23 L vy,

3 BEAE SN PURIE PR, Clearing, Sustain®F O EH
ZHL Tk lo L TEEREHEEL TV
Ba

4) A TEEMOEENAEICBVTIE, BB ES
R EEHE RS OFERE & AT L THUR MO fEsl 252
Thh,

X

1) Timon W. Van Haeften et al. Effect of insulin
antibodies and their kinetic characteristics on
plasma free insulin dynamics in patients with
diabetes mellitus. Metabolism 35(7) ; 649-656, 1986.

2 ) Henrik Agerse et al; Plasma concentration of hGH
and anti-hGH antibodies after subcutaneous
administration of hGH for 3 weeks to
immunosuppressed pigs. J. Pharma. Toxicolog.
Methods 41: 1-8, 1999.
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AP-1.  activator protein-1

CN: calcineurin

DAG.  diacylglyvcerol

1P3: inositol 1,4,5-trisphosphate

ITAM: Immunoreceptor tyrosine-based activation motif

JNIK: c-Jun N-terminal kinase

LAT.  linker for activation of T cell

MAPK. mitogen-activated protein kinase

MHC: major histocompatibility complex

NF-AT. nuclear factor of activated T cell

PI3K:  phosphatidyl inositol 3-kinase

PIP3:  phosphatidylinositol 3.4,5-trisphosphate

PKC:  protein kinase C

PIEGE phospholipase C

PTK: protein tyrosine kinase

SLP-76. SH2 domain-containing leukocyte protein of 76
kD

T cell receptor

TCR:
ZAP-70:

Zeta-associated protein-70
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