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Correlation coefficients of biocavailability"
parameters in beagles and humans in

cyclandelate
dogs humans r
Cmax Vmax 0.538
Tmax Tmax 0.559*
AUCO_24 E_ 0.934
* p<0.05

Correlation coefficients of biocavailability
parameters in beagles and humans in

diazepam (EE%)
dogs humans r
Cmax Cmax 0.627
T 0.310
max max *
AUC_ AUC 0.990
* p<0.05

Correlation coefficients of bioavailability
fﬁg;meters in beagles and humans in
D

dogs humans r
C v 0.605
ax max

0.810
ma X max
AUC_ EO_22 0.391
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Minimum Detectable Differences (%)

(.2 =(.05
1-8=0.6

Serum or Plasma level

0.5 hr 1 br 2 hr
Drug Product
Man Dog Man Dog Man Dog
Griseofulvin — 58 43 45  24%% 44
Diazepam — 38 20 21 22 > 15
Nalidixic
acid 32 <68 36 ¢ 6L  3L< 41
Indomethacin 33 < 65%) 29 ¢ 55 36 < 45
PALP 48 <93 3644 59%hH 47
a) 0.67 hr. b) 1.5 hr. «¢) 2.5 hr. d) 3 hr
nf ,
s
2]
15}
‘oA ,
, 18
10} \
(¢ ]
4 B 14 2
>
» ' :
= 2t / z 12
I AN . ,
/a Rotating basket (pH 7.2, 120 rmb AUC
gL s s 1

2 40
dissolution rate{ Tgq ). min

o
cmax
< e

o Tmax

-~



December, 1985 ok A iz 3 b} 213
af A
g—°
! D/
S5t 2
c
2 é A
* s
nt £
@]
! ) ® ]
o ‘i
x A
g 2F -4 B J
£ E \A 2 o auc
A e C
gl 1 i 3 J max
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Correlation of bicavailability pgrameters and dissolution
rates(1/Tgy) in fulfenamic acid capsule @

08 RB PD

constant? s;epwiseb stepwisec constant stepwise constant stepwise
1 i1 . -1 1
+Tv:een80? +Tween80 +Tween80 +Tween80

Co.175 . *
G -
cmx * *x e
max
AuC o -
a pHT.6 b pH 1.2-(30 min)-pH 6.4-{90 minj-oH 7.5
¢ oH 1.2-15 min)-oH 5.4-{90 min)-pH 7.5 d 0.5% Tween 30

* p<0.05 s <G 01
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Correlotion of bioovoliicbility porameters and dissolution rates in
nolidixic ocid tabler

o8 3€ %8 ) oF
constane? sten-;i?c"cmiunt zonstant stlepiwise constant constant  Coastant
1000 mi 5000 1000 5000 1600 1000 1000 1608
.5 '
< .
g - .
Ta ©
Coax «
T s .
Aty .
C° 5 - - o v - 2 - -
c1 *e - e - »w - ow . .w
cz - - . - £ d - sl
Uigy
CN‘ *w . . - . - - -
T ow - . .. ,e . - .
L
ey .
apM 7.2 b pH 1.2-p0 6.5-90 1.5 + 3¢0.05 ** £¢0.0)
In vivo - In vitro Correlation
0.8. R.B. Paddie % “r o
Gastric
acidity 30 s/m 120 rpm 120 rpm 100 rpm 50 rpm 30 rpm
Cmax High 0.742 0.948~ 0.8 0.953* 0.960** 0.583**
Low 0.550 - 0.368 0.891 0.364 0.883* 0.939*
Total 0.586 0.916* 0.778 0.915*  0.930% D.972**
Tmax High 9.913* 0.860 0.957* .0.882* (.857 0.815

Low 0.560 0.886* 0.729 0.856 0.897* 0.939*
Total 0.844 0.323* 0.941* 0.938* 0.938* 0.925*
2
0

AUC,, . High  0.98C 0.318 0.292 0.503 0.580 0.568
" low  0:129 0.781  0.614 0.779_ 0.840 0.891*
Total  0.279 9.5 0.480 0.569 0.735  0.207

* 0<0.05. ** p< 0.0,
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Ccrrelation of bioavailability oarameters(X) anZ zissolution
rctes(Y: To) cetermined by nonsink metrods in griseofulvin
tablet

X-1/Y

G & G Caay Wosrs

Rotating basket *
polysorbate 80

Paddle <E§Ei>
polysorbate B8O *

Beaker
polysorbate 80

medium: pH 7.2 pnosphate buffer(0.01.M), SO0 mi
* p<0.0S

Correlation of -bioavailability parameters(X) and dissolution
rates(Y: 130) determined by sink methods {n arisecfuivin tablet

X-1/vY

G G G AUy s

Beaker e
polysorbate 80 e
diastase il =
848 rpm % GF
pH 1.2
pH 1.2, polyscrbate 80 ~

Basket

Method ! - x .

Method 11

medium: pH 7.2 phosphate buffer(0.01 M}, 18 L
*° p<0.05  *T p<0:01
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Carrelation of bloovoilabllity corometers ond dissolution rotes
in cyclondejote copsuie

1-8€ L-8E-? 78 ?0 E
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dissolution rate (Tg0 ).min

Fig.2 Dissolution Rates of “etronidazole from Coamerciolly Avallcole
Sugar {oagted Tablets

n.d.: not dissolved 10 S0 = within 8 hours

I: oH 1.2, ii: o# 5.0, !11: o 7.2

Solid 1ines smow dissolution rotes of toblets used for
the biloovollenility test.

Solubtlity of 7S (37.07)

1.2 3 5 7.2
(ma/ml) 37.7 3.0 1.33 0.57

ts

undissoived

5~

T35 1957120

TSO min)
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PH  JP-IX R.B Paddle JP-IX R.B Paddle

1.2 0.316, 0.793, 0.730__ 0.807__0.782__ 0.723,,
3 0.971..0.941.. 0.952 0.971 . 0.920 . 0.939,
S 0.952,  0.974 . 0.964 . 0.953.° 0.953.. 0.951..
72 0.852° 0.920° 0.981°" 0.909" 0.922"" 0.976

Toax = Tsg * p<0.05
** p< 0.0l

nff JP-IX R.B Paddle

1.2 0.319° 0.913_0.917.

3 0.399 0.9%4s8 0.907

S g.393 3.391] ——r
jabie Lag Times of PAL-P Tablets in Dissolution Tests (min)
ﬁ,m 12 &5 55t 6.6 1.5
ALl X X X 87 28
B 1) X X 35 21
¢ X X 15 9
D 39} X X 5 18
£ X ral 7 8 12
F 5) 7 - - - 7

4.8,C.D.E; Enteric Coating Tablets

- F . Sugar Coated Tablets

Bissolution Test Mechod: Bl Method

7", X : did not dissotve within 3 hrs.
1.0 / \\ C ~: no determination
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Flg. - The Avercge Excretidn Rate Curves of PiA following Orol Administration
of PAL-? Tablets
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Flg. The Averoge £xcretion Rate
of PAL-P Tablet Z.€ and F

{ay 0wy 2301 UO{IDIND
o
Y
\“\’
K
<

time(hr)

Lime{nr) Lize(hr)
Curves of PiA following Oral Acministrotiin
D.E:x&A
F %93

Table Correlaticn Coeffictents detween Dissolution Rotes.and Blooveilabillty of
PAL-P Tablets
me thod r!diun gissolution § Vmx  max Tlee  f2.0 f30 a2
1
08 JPIXNO.2} 1/Tyqq 1 2.793  -0.318° -0.332° 0.203 0.503  3.795
UTgy 9.633 -0.586 -0.611  0.653 0.633  9.583
oHS . 9 Myag 2.5l -9.713  -0.723  0.290  0.48 3.865
Wy 3.7%2 -8.719 -0.773  0.335° 0.313* 1.753
VTgg 9.6%  -2.754  -0.7;7  0.833° 0.374° I.743
UTzg 0.658 -9.738 -0.773  0.827° 2.874* 1.737
R3 1JP1XNO. 2 VT 0.420 -0.457  -0.515 Q.467 0.430 3.847
Beaker PIXNo.2] WTyoo 1-2.070 -2.108 -0.i55 0.127 0.270 3.056
lons .6 UTioq 1 0305 -0.188 -0.210 0.674  2.504  3.i3%
Padgle PIXNO.2] L/Ty00 ¢ 0.296 -6.526 -0.506 0.763  0.645  1.%5i
85 WPlxwe.2| WTyoo 13439 -a517 -0 0.9710 0757 1.576
Ervexa® fons. 9 YTigq 2.563  -0.0ts  -0.653  0.939°* 0.939°° 1.832
sy P 3.376  -2.s54 -3.483 9.935°° 9.993°° 1.%53

.o

stgnificant at 0<0.05
sisnificont ot 0<0.01

Q) without A Taplet
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Estimoted number of subjects der aroup to detrect 20T differences
in 2x2 cross-over zests (d =3.05, 1-B=0.8)

Sumans 3eagie dogs
me AUC Cm“ AUC
Orug cv NG oY N/G Y N/G  CV N/G
Diazepam 0.138 ) 0.129 5 0.207 10 0.145 &
Flufenamic acid 3.220 n 0.134 3 0.15% [ 0.098 4
Nalidixic acid . 0.190 9 0.164 7 0.223 1 0.245 13
Griseofulvin 0.174 8 3.:25 5 0.282 17 0.340 24
Cyclandelate 0.146 [ 0.106 4 0.578 68 0.619 78




