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Fig.
SUBROUTINE PRED (ICALL,NEWIND, THETA, DATREC, INDXS,F,G, H)

THETA (1) =ABSORPTION RATE CONSTANT (1/HR)
THETA (2) =ELIMINATION RATE CONSTANT (1/HR)
THETA (3} =VOLUME QOF DISTRIBUTION (LITERS)
DATREC (1)=~DOSE (MG)

DATREC (2)=TIME (HR)

DIMENSION THETA(*),DATREC(*),INDXS(*),G(*), H(*)
DOUBLE PRECISION THETA,F,G,H,A,B,C,D

A=EXP (-THETA {2} *DATREC (2) )

B=EXP (-THETA (1) *DATREC (2} )

C=THETA (1) -THETA (2)

D=A-B

F={ {DATREC (1) *THETA (1) ) / (THETA (3) *C) ) *D
G(l)=1.

RETURN

END



Fig. 2

FILE NULL
PROB SIMPLE NONLINEAR REGRESSION OF CP VS TIME DATA FROM ONE SUBJECT
DATA 0 0 10 3 ‘

ITEM 0 3 0 0 1

LARL DOSE TIME Ccp

FORM

(3F10.0)
320 .27 1.71
320 .52 7.91
320 1.0 8.31
320 .92 8.33
320 3.5 6.85
320 5.02 6.08
320 7.03 5.4
320 5.0 4.55
320 12.0 3.01
320 24.3 .80

STRC 3 1 1

THCN 1

THTA 1.7 .102 29.

LOWR .4 .025 10.

UPPR T. .4 80.

DIAG 2

ESTM 0 240 4 2

COVR 0

TABL 0 1

TABL 1 2

SCAT 0 4

SCAT 2 3

SCAT 2 4

SCAT 2 5

SCAT 3 4 1
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Fig. 3b
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00+900"'T TO-®(9°9%- TO-96S°'3 TO-98k - TIRO
004+900°T TO-955°6- TO-9¥2°9 € HL

00+900°'T TO-®LZ L~ Z HL

00+%Q0° T T BL

TTHO € HI Z HI T H1

il et g e XL AL L R L X A L e P S LR L R P R IS RIS RS SN N LS PSS SR RS R IR P VRIS YRR YL TP PEETRL I PR Y 4 ¥ EER T Ty ey

L2 T Y Y PPy 1 IR TR NN T Y YT T E e
FHBRANRR BRI ERTINNY RIVHWILSE 40 AITUIVH HOIIWITHHOO FESBRFSFBICEFENENENY
BAUNANVENER LR EN RS BEAFRSRARBNFFFREFRIY

FRERNERFR AV IS SRSV SRS S SN F RS SRR F RIS SRS VB S BRSNS RSB VBRI S LSS LB E SRR AR SR AN B ARSI RS S S AN SRR S SR LN XA SRR S SN SRR ES S EREN



Fig. 11

00+°F¥°9 OO+®E0°T ZO+90B ' T- TO-©£8 £~ TTHO
00+4955°Z ZO+9P1°C Z0-998°L- € HE

PO+OTR 6  TOH9Z¥ '€ ¢ HI

00+90¥%'§ T HI

THO [ : € Hil T HI

LA R AL XS 2R S S i S R L L L L LS S P L R R LS I P L S S R SIS PR A S D S P TP R S R R L P PR A S PP PR A RN S E RV A NN R Y

XTI TR VR TT T T TETTEE FEBPVURBESR U BPRAENE
AR ERA ISR RN ARLY dIVHILISE J0 XIMIVHW dONYTHVYACD ASHAANT SN PSSR BERBBRENES
FRENFUBESRNREAR BN IR FSENMBENSRERERFFLRELE

LA L2 AL 2o S 2 S X R R R RIS SRS LA SRR S P S SRS RS TR AL PRI IA E RS PR RS SR R RS R R R SRS S RSN RE SRR PR E RN YR



12

Fig.

LA A d L L S e e S T I P I L S SR PR L LR L LRSS LRI EN T T VTN TS Py E TR R R P TP P p ey pegepgepepegpvgepopogogugvgupe
FELFRFFRFAINEVIR IS

SHOILOIQHEYd (NY ¥ivd 40 STIAVL 23T PXT T EN TNy
FRCERFENERENS RPN ALY

AL LIS LIS RS TP LS Y 2 Y )
LA L ST R I LS 22 )

FENIRFREFIEFHF VRN ENN
LRl R L L g g S S A S IS R R R R LRSI IS LI RIS IR TE 2 F AR Ny Y T T T e P T P T TR r ey



13

Fig.

€0-%6Z°6

T0-%80°T-

TO-%5¥ ¢t

T0-9¢5°C

T0-®£9 " Z~

T0-955 5=

20-953 "6-

T0-9ST €

00+e58 "1

00+9EY "2~

STiM

E0O-®Zg’e

T0-*£0 " T~

T0-®LZE

T0-%0F°2

T0-96y T~

T0-93Z° 5~

C0-9ST 6~

T0-986°¢

00+95L° T

00+9TE "2~

534

T0-*16°8

00+®TI"E

00+9ZT° ¥

00+291°§

QO0+®EE"9

00+8gE"L

oot+eZyY o

00+210° 9

00429179

00+SZ0" Y

azdad

TO0-*00"6

CO+eT0"E

00+855°Y

00+20F°S

00+9§0°9

00495879

QO+%cE" 8

00+9TE" 8

00+9TE " L

CO+OTL"T

aOD

TO+*E¥ "2 oT

TO+90Z° 1 6

00+%00 76 g

00+oE0 "L L

00+%Z0°S H

00+905°€ s

00+9Z6 "1 ¥

00+%00°T £

T0-20Z°S z

T0-20L" 2 T

THIL "ON ANIT

T "ON Fidgvd



Fig. 14

BEESEERRNLALA B LS AP UG F RIS R E RS AN LRSS E SN RN SR SRR BRI RS RS E TR R BB R BB PSSR BB B G SSRGS R NG S FE IS PR RSN I EFF ISR R R LR IR I BRI R RS

BRENENEERNRLIRIRIIANE YR YT T Y Y Y
FREFEEBERIRLEANSERNNY SHAILVOS P T VYT PR TS )
EXEBRRRRFRELRBBIRNNE RERERNRENN VYR RRERNY

SERBEEENS NS PSR EI LSS SRR SR FE I A S XS F RSV I L BB F BB SN PSR SO FR BB R BB LR ARRR P RA G A SRR AERRE SRV LB FBY RS SF S B P B RN RV LN 2y



Fig, 15

....................................................—o+00m.ﬂ

e T T e T T T T T T e
' . . . . . . . - .
. . - - .

00+e05°§ 00+%96 "9 o0+eZy "5 4 00+%88° € Q0+8¥E "2
AWIL "SA dd

-

) HALL

"00+900° T~

10-%00°8



Fig. 1e

B T T T T T R R SR SRR SNEREY ¢, 7Y T,T-OF |
. ."

) "TO+e8E" T

.. “TI0+99F "1

. . . THIL

. "0D+e0b 6

- ‘00490z Y

‘. -
- % .
. . .
. ¥ .
D T L T R T R T N R S R S S T N T B L BN R R L L L R SN S L BRI 115 2141+ Rk £

00+805° 8 00+996°9 oo+eTY 'S aayd 00+%Ee°g 0o+skE-2Z T0-%00°¢
ZAIL "SA dTdg



Fig. 17

S R R R T R T T

. . .
. - ‘T0+986° 1
. . "To+e3r T
. - * ENIZ
) . "00+%0¥ "6
. . . .

. . . .

. . . .

. . 004902 ¥
. . . .

. _— .

. . . .

‘. . .

. . .
T T T T T TP

00+909°T T0-%09°6 T0-%0Z°T s T0-%0T°L- 00499571~ ootegr " Z-
HEHILZ "SA SEd



Fig. 18

S T T R R SRR T =Y P P

. . ‘004+eK6° 3

. . .

. - -

) - ‘00+992° 2

»
T N T R R L R TR SRR SR SIS RS P21 R

00+905°8 CO+996°9 QO+eZY 'S adad 00+988 "€ 00+%FE" T TO-*00"8
a2 "SA d3dd



aOaoaaoaoaoaoaoOn

10

Fig.

SUBROUTINE PRED (ICALL,NEWIND,THETA,DATREC, INDXS,F,G,H)

THETA (1) =ABSORPTION RATE CONSTANT (1/HR)

THETA (2) =ELIMINATION RATE CONSTANT (1/HR)
THETA (3) =VOLUME OF DISTRIBUTION (LITERS)

DATREC (1)=DQSE (MG)

DATREC({2)=TIME ({HR)

CCMPUTED VALUES

C=CONCENTRATION IN PLASMA AT CURRENT TIME (MG/L)
DO=DOSE IN DEPOT AT CURRENT TIME (MG)
DELTA=INCREMENTAL DIFFERENCE IN TIME FRCOM PREVIOQUS TIME

DIMENSION THETA(*),DATREC(*)},INDXS (*)},G(*},H(*)
DOUBLE PRECISION THETA,F,G,H,DO,A,B,BA,C

IF (NEWIND.NE.Q) GO TO 10
INITIALIZE RECURSION
C=0.
TIME=0.
DO=DATREC (1)
COMPUTE TIME INCREMENT
DELTA=DATREC (2)-TIME
COMPUTE EXPONENTIALS
A=FEXP (~THETA (2) *DELTA}
B=EXP (-THETA (1) *DELTA)
GET BATEMAN VALUE
CALL BATE (DO,DELTA,THETA(1),THETA(2),THETA(3)},A,B,RBA)
UPDATE C AND DO
C=BA+C*A
DO=DO*B
UPDATE TIME
TIME=DATREC (2)
SET QUTPUTS
F=C
G(l)y=1.
RETURN
END

19



@) sRoNoNeNoNoNeNoNe NONO RS

SUBROUTINE BATE (DC,DELTA,KA,KD,VL,A,B,BA)

INPUTS
DO=DOSE
DELTA=TIME
KA=MEAN ABSORPTION RATE
KD=MEAN ELIMINATION RATE
VI=VOLUME OF DISTRIBUTION
A=EXP (-KD*DELTA)
B=EXP (-KA*DELTA)
CUTPUTS
BA=BATEMAN VALUE

DCUBLE PRECISION DO,KA,KD,VL,A,B,BA,C,D

C=KA-XD
D=A-B

BA=DO*KA/ (VL*C) *D
RETURN

END

Fig. 20
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SUBROUTINE PRED (ICALL,NEWIND, THETA,DATREC, INDXS,F,G,H)

THETA (1) =ABSORPTION RATE CONSTANT (1/ER)
THETA (2) =ELIMINATION RATE CONSTANT (1/HR)
THETA (3) =VOLUME OF DISTRIBUTION (LITERS)
INDXS (1) =DOSE (MG)
INDXS (2)=TIME (HR)

DIMENSION THETA(*),DATREC(*),INDXS (*),G(*), H(*)
DOUBRLE PRECISION THETA,F,G,H,A,B,C,D

DO=DATREC (INDXS (1})

TIME=DATREC (INDXS({2})

A=EXP (-THETA (2} *TIME)

B=EXP (-THETA (1) *TIME)
C=THETA(1)-THETA{2)

D=A-B
F=((DO*THETA(1))/(THETA(3) *C)) *D
G(1)=1.

RETURN

END

Fig. 21



Fig. 22

FILE NULL

PROB SIMPLE NONLINEAR REGRESSION OF CP VS TIME DATA FROM ONE SUBJECT

DATA 0 0 10 3

ITEM 0 3 0 2 1

INDX 1 2

LAEL DOSE TIME Cp

FORM

(3F10.0)
320 .27 1.71
320 .92 7.91
320 1.0 8.31
320 1,92 8.33
320 3.5 6.85
320 5.02 .08
320 7.03 5.1
320 9.0 4.55
320 12.0 3.01
320 24.3 .90

STRC 3 1 1

THCN 1

THTA 1.7 .102 29.

LOWR .4 .025 10.

UPPR 7. .4 80.

DIAG 2

ESTM 0 240 4 2

COVR 0

TABL 0 1

TABL 1 2

SCAT 0 4

SCAT 2 3

SCAT 2 4

SCAT 2 5

SCAT 3 4 1



Fig. 23

SIMPLE NONLINEAR REGRESSION OF CP VS TIME DATA FROM ONE SUBJECT

FILE NULL
PROB
DATA 0
ITEM 0
INDX 2
LAEL TIME
FORM
(3F10.0)
.27
.52
1.0
1.92
3.5
5.02
7.03
9.0
12.0
24.3
STRC 3
THCN 1
THTA
LOWR
UPPR
DIAG 2
ESTM 0
COVR 0
TABL 0
TABL 1
SCAT 0
SCAT 1
SCAT 1
SCAT 1
SCAT 3

0
3
1

240

0N b () e

10
0

DOSE

320
320
320
320
320
320
320
320
320
320

3
2

.102
.025
.4

1

CP

1.71
.91
.31
.33
.85
.08

.55
.01

Whhahoom-

29,
10.
80.
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SUBRQUTINE PRED (ICALL,NEWIND, THETA,DATREC, INDXS,F,G,H)

THETA (1) =ABSORPTION RATE CONSTANT (1/HR)
THETA (2) »ELIMINATION RATE CONSTANT (l/HR)
THETA (3) =VOLUME OF DISTRIBUTION (LITERS)
DATREC (1) =TIME (HR)

DIMENSION THETA(*),DATREC (*) ,INDXS({*)},G(*)},H{(*)
DOUBLE PRECISION THETA,F,G,H,A,B,C,D

IF (ICALL.EQ.0) RETURN
IF {(ICALL.EQ.1} THEN
INPUT DOSE
READ (5,5) DOSE
FORMAT (F10.0)
RETURN

ELSEIF (ICALL.EQ.2) THEN

COMPUTE F AND G
A=EXP (-THETA (2) *DATREC(1))
B=EXP (-THETA (1) *DATREC (1))
C=THETA (1) -THETA (2)
D=A-B
F= ({DOSE*THETA (1)) /(THETA (3)*C)) *D
G(l)=1.
RETURN

ENDIF
END

Fig.

24



FILE NULL
PROB
DATA 0
ITEM 0
LABL TIME
FORM
(2F10.0)
.27
.52
1.0
1.92
3.5
5.02
7.03
9.0
12.0
24.3
STRC 3
THCN 1
THTA
LOWR
UPPR
DIAG 2
ESTM 0
COVR 0
TABL 0
TABL 1
SCAT 0
SCAT 1
SCAT 1
SCAT 1
SCAT 2

Fig. 25

SIMPLE NONLINEAR REGRESSION OF CP VS TIME DATA FROM ONE SUBJECT

320.
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FILE NULL

PROB

DATA 0 0 12 5

ITEM 5 3 4 0 1

LABL DOSE TIME CP

FORM

(5F10.0)
320 .27 1.71
320 .52 7.91
320 1.0 8.31
320 1.92 8.33
320 3.5 6.85
320 5.02 6.08
320 7.03 5.4
320 5.0 4.55
320 12.0 3.01
320 16.0
320 20.0
320 24.3 .90

STRC 3 1 1

THCN 1

THTA 1.7 .102 29.

LOWR .4 .025 10.

UPPR 7. .4 80.

DIAG 2

ESTM 0 240 4 2

COVR 0

TABL 0 1

TABL 1 2

SCAT 0 4

SCAT 2 3

SCAT 2 6

SCAT 2 7

SCAT 3 6 1

Fig. 26&

SIMPLE NONLINEAR REGRESSION OF CP V5 TIME DATA FROM ONE SUBJECT
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FILE
PROB
DATA
ITEM
LABL
FORM

Fig. 28

SIMPLE NONLINEAR REGRESSION OF CP V$ TIME DATA FROM ONE SUBJECT

{(3F10.0)

STRC
THCN
THTA
LOWR
UEPR
DIAG
ESTM
COVR
TABL
TABL
SCAT
SCAT
SCAT
SCAT
SCAT

FILESTREAM

0 0 10

0 3 0
DOSE TIME
320 .27
320 .52
320 1.0
320 1.92
320 3.5
320 5.02
320 7.03
320 9.0
320 12.0
320 24.3

3 1

1

.7
.4

2

0 50 4

0

0 1

1 2

0 4

2 3

2 4

2 5

3 4

3
0

1
CFp

1.71
7.91
8.31
B.33
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Fig. 31

SIMPLE NONLINEAR REGRESSICN OF CP VS TIME DATA FROM ONE SUBJECT

FILE FILESTREAM
PROB
DATA 0 0 10
ITEM 0 3 0
LABL DOSE TIME
FORM
(3F10.0)
320 .27
320 .52
320 1.0
320 1.82
320 3.5
320 5.02
320 7.03
320 2.0
320 12.0
320 24.3
FIND
ESTM 0 150 4
COVR 0
TABL 0 1
TABL 1 2
SCAT 0 4
SCAT 2 3
SCAT 2 4
SCAT 2 3
SCAT 3 4

3
0

1
Cp

Wb novohoo @ -

.71
.91
.31
.33
.85
.08

.55
01

.90
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Fig. 34

FILE NULL

PROB SIMPLE NONLINEAR REGRESSICON OF CP VS TIME DATA FROM ONE SUBJECT

DATA 0 0 10 3

ITEM 0 3 0 0 1

LABL DOSE TIME cp

FORM

(3F10.0}
320 .27 1.71
320 .52 7.91
320 1.0 8.31
320 1.82 8.33
320 3.5 6.85
320 5.02 6.08
320 7.03 5.4
320 9.0 4.55
320 12.0 3.01
320 24.3 .90

STRC 3 1 1

THCN i

THTA .102 29.

LOWR .4 .025 10.

UPPR 7. .4 80.

DIAG 2

ESTM 0 240 4 2

COVR 0

TABL 0 1

TABL 1 2

SCAT 0 4

SCAT 2 3

SCAT 2 4

SCAT 2 5

SCAT 3 4 1
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QOO

SUBROUTINE PRED (ICALL,NEWIND,THETA,DATREC,INDXS,F,G,H)

THETA (1) =ABSORPTION RATE CONSTANT (1/HR)
THETA (2) =ELIMINATION RATE CONSTANT (1/HR)
THETA (3)=VOLUME OF DISTRIBUTION (LITERS)
THETA (4) =POWER PARAMETER

DATREC (1)=DOSE (MG)

DATREC (2)=TIME (HR)

DIMENSION THETA(*) ,DATREC(*),INDXS(*),G(*),B(*)
DOUBLE PRECISION THETA,F,G,H,A,B,C,D

A=EXP (~THETA (2) *DATREC (2} )

B=EXP {~THETA (1) *DATREC (2) )
C=THETA (1) ~THETA (2)

D=A-B

F=( (DATREC (1) *THETA (1) } / (THETA (3} *C) } *D
G(1)=F**THETA (4)

RETURN

END

Fig. 36



FILE
PROB
DATA
ITEM
LABL
FORM

NONLINEAR REGRESSION WITH POWER FUNCTION VARIANCE MODEL

(3Fr10.0)

STRC
THCN
TRTA
LOWR
UPPR
DIAG
ESTM
COVR
TABL
TABL
SCAT
SCAT
SCAT
SCAT
SCAT

NULL
0 0
0 3
DOSE
320
320
320
320
320
320
320
320
320 1
320 2
4 1
1
1.7
.4
7.
2
0 240
0
0 1
1 2
0 4
2 3
2 4
2 6
3 4

10
0

TIME

Lo G IRV« B I I VR o e

.27
.52
.0
.92
.5
.02
.03
.0
.0
.3

10

3
0

.102
.025

1
cp

Wk ®O -

.71
.91
.31
.33
.85
.08

.55
.01

.90

29,
10.
80O.

w o

Fig. 37
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SUBROUTINE PRED (ICALL,NEWIND, THETA,DATREC, INDXS,F,G,H)

THETA (1) =PROPORTIONALITY CONSTANT

THETA (2)=ELIMINATION RATE CONSTANT (1/HR)
THETA {3)=VOLUME OF DISTRIBUTION (LITERS)
DATREC (1)=DOSE (MG)

DATREC (2)=TIME (HR)

DIMENSION THETA(*),DATREC({*),INDXS(*),G(*),H(*)
DOUBLE PRECISION THETA,F,G,H,B,C

B=EXP (-THETA (2) *DATREC (2) )
C=DATREC (1) /THETA(3) *B

F=C

IF (DATREC(4).EQ.l1.) F=THETA(1)*C
G(1)=1.-DATREC (4)

G (2)=DATREC(4)

RETURN

END

Fiqg.
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FILE NULL
PROB
DATA 0
ITEM 2
LABL DOSE
FORM
{4F10.0)
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
160
STRC 3
STRC 1
THCHN i
THTA
LOWR
UPPR
BLST 2
ESTM 0
COVR 0
TABL 0
TABL 2
SCAT 0
SCAT 2
SCAT 2
SCAT 2
SCAT 2
SCAT 2
SCAT 2
SCAT 3
SCAT 3

NONLINEAR REGRESSION WITH TWO TYPES OF OBSERVATIONS

0 23
3 0
TIME

WO~ s WP

w oD
w ~J -
U o

12.00
14.50
15.82
24.33

Len ]
.9

UL wl o

4
0

.07

'01
.40

1
CONC

5.32
4.88
4.1
4.21
2.24
3.96
2.31
3.76
2.05
3.61
1.91
3.440
1.90
3.14
1.84
1.67
1.47
1.31
1.17
1.03
.89
.78
.56

P/S

QCOOOHPHKRHRPFRPOHOHRPOHOHCOHOOODO

Fig.
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SUBROUTINE PRED (ICALL,NEWIND,THETA,DATREC, INDXS,F, G, H)

THETA(l1)=SLOPE (LITERS/HR/KG)
THETA (2) =INTERCEPT (LITERS/HR)
DATREC {2)=WEIGHT (KG)

DIMENSION THETA({*),DATREC(*),INDXS{(*},G{*),H{*)
DOUBLE PRECISION THETA,F,G,H

F=THETA (1) *DATREC (2) +THETA (2)
G(l)=1.

H(1)=1,

RETURN

END

Fig. 57
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SUBROUTINE PRED (ICALL,NEWIND,THETA,DATREC,INDXS,F,G,H)

THETA (1} =SLOPE (LITERS/HR/KG)
THETA (2) =INTERCEPT (LITERS/HR)
THETA(3)=MEAN KE (1/HR)

DATREC (2)=WEIGHT (KG)

DATREC (4)=TYPE DATA ITEM

DIMENSION THETA(*) ,DATREC(*),INDXS(*},G(*),H(*)
DOUBLE PRECISION THETA,F,G,H

IF (DATREC(4).EQ.0.) THEN
F=THETA (1)} *DATREC (2) +THETA (2)

G{l)=1.
G(2)=0.
H{l)=1.
H(2)=0.
ELSE
F=THETA {3)
G(1)=0.
G(2)=1,
H(1)=0.
H(2)=1.
ENDIF
RETURN

END

Fig. 64



Fig. 65a

FILE NULL
PROB MULTIV LIN REG OF CLEARANCE AND RATE CONSTANT VS WT; REPEATED MEASURE!
DATA 0 0 144 5

ITEM 1 3 0 0 1 5
LABL Ll WT CL TYFE L2
FORM
(F2.0,3X,F4.0,1X,F6.0,2(1X,F1.0))
1 79.6 1.850

1 79.6 .0475 1

1 79.6 2.642 1
1 79.6 .0558 11
1 79.6 1.963

1 79.6 .0440 1

1 79.6 2.415 1
1 79.6 .0560 1 1
1 79.6 1.905

1 79.6 .0442 1

1 79.6 2.120 1
1 79.6 .0513 11
2 72.4 3,270

2 72.4 .09%6 1

2 72.4 3.600 1
2 72.4 .,0919 1 1
2 72.4 3.530

2 72.4 ,0961 1

2 72.4 3.689 1
2 72.4 .09%40 1 1
2 72.4 3.940

2 72.4 .,09%6 1

2 72.4 4.526 1
2 72.4 .09%6 1 1
3 70.5 2.977

3 70.5 .0942 1

3 70.5 3.143 1
3 70.5 .0731 11
3 70.5 3.497

3 70.5 .1000 1

3 70.5 3.264 1
3 70.5 .0843 1 1
3 70.5 3.447

3 70.5 .0818 1

3 70.5 3.652 1
3 70.5 .0986 11
4 72,7 2.768

4 72.7 .0922 1

4 72.7 3.183 1
4 72.7 .0885 11
4 72.7 3.119

4 72.7 .0858 1

4 72.7 3.435 1
4 72.7 .0926 1 1
4 72.7 3.520

4 72.7 .0968 1

4 72.7 3.603 1
4 72.7 .0880 1 1
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SUBROUTINE PRED (ICALL,NEWIND,THETA,DATREC,INDXS,F,G,H)

THETA(1)=MEAN ABSORPTION RATE CONSTANT (1/HR)

THETA (2)=MEAN ELIMINATION RATE CONSTANT (1/HR)

THETA (3)=SLOPE OF CLEARANCE VS WEIGHT RELATIONSHIP (LITERS/HR/KG)
DATREC (2)=WEIGHT-ADJUSTED DOSE (MG/KG)

DATREC (3)=TIME (HR)

DATREC (5)=WEIGHT (XG)

DIMENSICN THETA(*),DATREC({*),INDXS(*),G(*),H(*)
DCUBLE PRECISION THETA,F,G,H,A,B,C,D,E
DCUBLE PRECISION DADZ,DBD1,DFD1l,DFD2,DFDD, DFDE

IF (NEWIND.NE.Z2) THEN
DOSE=DATREC (2)
WT=DATREC (5)

ENDIF

A=EXP (-THETA (2) *DATREC (3))
DAD2=-DATREC (3) *A

B=EXP (-THETA (1) *DATREC (3) )
DED1=-DATREC (3) *B

C=THETA (1) -THETA(2)

D=A-B

E=THETA (3) *C

F={( (DOSE*THETA (1) *THETA (2} ) /E) *D
DFD1={ (DOSE*THETA{2})/E}*D
DFD2=( (DOSE*TBETA (1} )} /E)} *D
DFDD={DOSE*THETA (1) *THETA(2)) /E
DFDE=-( (DOSE*THETA (1) *THETA(2) ) /E**2) *D

G(1)=DFD1-DFDD*DBD1+DFDE*THETA (3)

G(2)=DFD2+DFDD*DADZ2-DFDE*THETA (3)

G(3)=DFDE*C/WT

H(1l)=1.

RETURN

END
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Fig. 7ha

FILE NULL
PROB NONLINEAR REGRESSION OF CP VS TIME DATA FROM 12 SUBJECTS
DATA 0 0 132 5

ITEM 1 4 0 0 1
LABL 1D DOSE TIME CPp WT
FORM
{(5F10.0)
1 4,02 Q. .74 79.6
1 0.25 2.84
1 0.57 6.57
1 1.12 10.5
1 2.02 9.66
1 3.82 B.58
1 5.1 8.36
1 9.05 6.89
1 7.03 7.47
1 12.12 5.94
1 24,37 3.28
2 4.4 0. 0. 72.4
2 .27 1.72
2 .52 7.91
2 1. 8.31
2 1.92 8.33
2 3.5 6.85
2 5.02 6.08
2 7.03 5.4
2 9. 4.55
2 12. 3.01
2 24.3 .90
3 4,53 0. 0. 70.5
3 .27 4.4
3 .58 6.9
3 1.02 8.2
3 2.02 7.8
3 3.62 7.5
3 5.08 6.2
3 7.07 5.3
3 9. 4.9
3 12.15 3.7
3 24.17 1.05
4 4.4 0. 0. 72.7
4 .35 1.89
4 .6 4.6
4 1.07 B.6
4 2.13 8.38
4 3.5 7.54
4 5.02 6.88
4 7.02 5.78
4 9.02 5.33
4 11.98 4.19
4 24.65 1.15
5 5.86 0. 0. 54.6
5 .3 2.02
5 .52 5.63
5 1. 11.4
5 2.02 9.33
5 3.5 8.74
5 5.02 7.56
5 7.02 7.09
5 9.1 5.9
5 12. 4.37
5 24.35 1.57
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