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$PROBLEM PKPD Si ngl edose i.v bolus-Stinulatory |Indirect response nodel

$DATA i vlpkpdest _idr2.csv | GNORE=C
$INPUT | D TI ME AMI EFF=DV CMI CLI

$SUBROUTI NE ADVAN6 TRANS1 TOL=3

$MODEL
CowP
CowP

CENTRAL
EFFECT

$PK
CL = CLI

\Y,
1
KI N/ KOUT

[9)]
N
I n

$DES
DADT( 1)
STIM
DADT( 2)

- CL/ V*A(1)

$ERROR
CP = A(1)/S1
| PRED = F
Y = F*EXP(ERR(1))

$THETA (1, 10)
$THETA (0.01,0.7)
$THETA (1, 20)
$THETA (0. 1, 4)

$OVEGA 0. 09
$OVEGA 0. 09
$OVEGA 0. 09
$OVEGA 0. 09

$SI GVA 0. 0025

i

i

i

i

i

THETA( 1) * EXP( ETA( 1))
THETA( 2) * EXP( ETA( 2))

THETA( 3) * EXP( ETA( 3))
THETA( 4) * EXP( ETA( 4))

i

i

SMAX* A( 1) / ( SC50+A( 1))
KI N* ( 1+STI M) - KOUT* A( 2)

; DATE 6-2-04 PROGRAMVER: XXXX
; Dose=100ng or 250ny

; UNI TS: Ti me=hour, Concentration=ug/ m

;kin = ng/m/hr, kout=hr-1
; SC50 = ug/ m

\

I ndi vi dual Cl earance in L/hr

I ndi vi dual Vol une of distribution in L

Basal zero order production rate of biomarker
Basal first order rate constant for elinnation
of bi omar ker

Concentration of drug at 50% Snax

Maxi mum fractional stinulation

; Basel i ne response; RO = kin/kout

; Pl asma conpart nent
;Stinmulatory function
; Response

; POPKI N

: POPKOUT
: POPEC50
: POPSMAX

; BSVKI' N

; BSVKOUT
; BSVSC50
; BSVSIVAX

; ERRCV

$ESTI MATI ON METHOD=0 MAXEVAL=9990 PRI NT=10 POSTHOC

$COVARI ANCE
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57

58 $TABLE ID TIME DV CP | PRED

59 NOPRI NT ONEHEADER FI LE=I V1IPKPDEST_| DR2. FI T
60
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