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Establishment of individualized dosage regimen based on
pharmacodynamic model considering efficacy expression process of

biological agents for rheumatoid arthritis

MERES (FEX)

HERKRE
ILEA ZRE (YAMADA YASUHIKO)
HRERKE - 28 - iR
MEEES : 40158225

WHFERCR O (Fn0)

BEE Y 7~ F OB T DRI T T LD, A 7 U X~ 713 sh B3
BRENR, ROEEFNRKENZ EDNRENTZ, —FH, THV ATBLOZ 3 LtE7
X, R RBEBNLEVNS, BELERPEOND Z RSN, S5, AAZED
ZEEEK & LT, TNFo &5 FEMIC L5 TNFa fEARIZENH D Z LNy hol-, ZDEL
BB O IR E T WA T Z L2 X0, [AANEEEE L& G5IE 2B TX 5 ek
DIIRIE X7,

WHIERCR O (3L30)

Based on pharmacodynamic model for pharmacotherapy of rheumatoid arthritis, it
was thought that the effect of infliximab appeared comparatively early, although its
variation was large. In contrast, the effects of adalimumab and etanerscept appeared
slowly, whereas these were stably. Regarding the individual variation, the level of
TNFa by the influence of single nucleotide polymorphisms (SNPs) in 7NFa gene was
different. It was considered that dosage regimen of each drug for individual patient can
be established with the developed model in view of the individual quantitative factor of
TNFa.
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Fig. 1  Sequential changes of tender joint
counts ratio after repeated infusions.

Symbols were derived from data reported
in literature form of infliximab (A),
etanercept (B) or adalimumab (C). The
lines are fitted curves.
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Fig. 2 TNFa concentrations divided by
each protein concentrations of U937 cell
(C/C) and THP1 cell (C/T) which were
stimulated with LPS, and T/T calculated
by expression.
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Fig. 3 Simulation of the curative effect

of Rheumatoid arthritis (RA) of each tumor
necrosis factor (TNF) inhibitors by -857C /
T polymorphism. The TNFa expression of
-857T/T 1s 4.34 times greater than that of
-857C/C. At infliximab (IFX). B: etanercept

(ETN). C: adalimumab (ADA). Chain line;
remission of TJC at 20%.
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