21

18 11 30



48 1973
10 1998
13 2001

o4

58 59

N-Sulfoconjugation

N-
1983
S}

1984

ol



FK506



N -

N- O-sulfoconjugation



° N -
e N- O-sulfoconjugation



O —

CH CON NSO.H
L

)

DETR N-sulf

mouse(F)

LI

CH,CON NCH,CH,0S0H

,(I>-o

CH CDN NCHECHEDCEHQ 6

TR-0-sulf  __iip . - TR-0-91Y  4oq(m,5)
cynomolgua (M, F)
rhesus (M, F)
human (M)

Lo — Ly 'ﬂ—’"f -

CHzCDN NCH,CH,OH CHEG{}N NCHBCOCFH

CH CGH
DETR mouse (M, F) Tiﬂl‘[."rllde TRAA rTat(M,F)
! l:yncrmalgu:l,H,Fl
rat () rhesus (M, F)
human (M)

Figure 3.

ﬂ o C( )=
ci —_
HECON NGHECHEI‘JH H,CON NCH,COOH
O TRAO puman (M)

dog(M,F}
gquinea pig(M,F)

Major metabolic pathways of tiaramide in experimental animals and man.



 Phase | enzymes
— Cytochrome P450 (CYP)
— Alcohol and aldehyde dehydrogenase (ADHS)
— Flavin-containig monooxygenase (FMO)

 Phase Il enzymes

— UDP-glucuronosyl transferase (UGT)
— Sulfotransferase (SULT)
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Fic. 1. Structure of FKS06.
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FK506

Table 1., Characterization of FK506 Metabolites in FKBP12 binding, Pentamer Complex
Foramation, MLR Suppression and Immuno-cross reactivity to anti-FK506 monoclonal
antibody #60-46-1

Characterization of FK506 Metabolites (%)

FKBP12 Complex MLR Reactivity
Binding Activity =~ Formation Assay Suppression to FK506 McAb
M-1 9.6 13.1 6.4 0
M-2 14.2 79.7 100 70-10%
M-3 116.0 0 0 920.5
M-4 1.6 6.4 3.5 0
M-5 20,0 0 0 92.3
M-6 L3 7.7 13 0
M-7 2.3 ] 0 0
FE506 10+ 100 100 100
L 11 |
r=0.336 r=0.988
r=0302

Values are calculated as relative activities of FK506.

For FKBP12 binding activity, displacing concentration of FK506 and its metabolites 1o *H-
FK506 was compared. Pentamer forming activity was assessed by measuring bound
caleineurin to the solid phase by and-caleineurin A & antibody(7). MLR suppressive and
immuno-cross reactivity data were taken from ref. 4 and 5.



Specificity of Therapeutic Drug Monitoring of Tacrollmus in Kidney
Transplant Patients
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Fig 1. Concentration of FK 506 levels between LC/MS and Fig 2. Concentration of FK 506 between LC/MS and IMx.
ELISA.
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