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The mixing results of griseofulvin-acetone

solution and water by using the apparatus

of Figure 2

A HERIBAT
B: G EAN
C: % & %W

B 58 A AR IR HE S » T G s
fulvin EHAIRBEHERA » ERGEC
B » R » 248 B VSR R
s AR S ST HY o HLAEYS O Z IS A
PRSI R RIEAE REMME » 441 Aceton
water, Dimethyl acetamide-water, ac
one-petroleum ether oK E Grissof
lvin-zctone FIZK A9 A AT EE A HO T2 LR
#(2) o [EIEERY 5 » chloramphenicolf ot

Particle size

No. of Particles 7

0-5u

5-15u
15--30u
30-50u

39.6
53.1
7.1
0.2

Note: Volume ratio 1:3 1
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VW% » TR acetone-dryice A HHISLE -
fif5 %] steroid HYBURIKL F o MLAE Ik 7] B2
steroid M FAEBEEL pmpl T o

@) RS W Bk

MEEF & » FIFH A5 R B/REF (
Phase equilibrium) Wy R ME R RE S
#) ( Eutectic mixture ) o i fifi B Y4 B2
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Simple eutectic system.
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Specific surface area of drug compounds by

freeze-drying of their solutions of various

U ( Coprecipitates ) HIEAY o
fh BEY) 8 Sk 2K R HOAS SR T
{2 FF B ( Amorphous ) » i

Dissolved chloramphenicol
Concn. (mg/ml) i

12345 10 15 20 3553

3 Dissolution Profiles of Powdered Ch-

4 loramphenicol-PVP Coprecipitate Evalua- -

- ted by Beaker Method at 25°

B —O— p icol:
=X, physicalmixture }(x(-u)-‘l:l(v:v/".lfvp
—®—, chloramphenicol,

solvents
Eutectic £ Specific
System temp. and cOncni 21 surface
composition S e area(mz/gm)
Griseofulvin 11.66°C 2.02% 12.0
——dioxane 2.0% 5.56% 0.89
Griseofulvin 2551°C 0.061% 2.63
——tert-butanol 0.127% 0.295% 1.47
Griseofulvin 4.5°C 0.47% 21.60
—— benzene 1.287%
Cholesterol - 1.0% 10.2
—— dioxane -
KCl'H20 -10.7°C 5.0% 2.5-2.8
24.6%
(UL FREEEIN » @ﬁﬁ%%%—ﬁﬁéﬁ@%ﬁi‘
KR s AR SR S — R AIE S S ( BH | %% 52 &5 i1k ( Crystallization ) s
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WS INAGK BeilR A IE  TEEE AR TtlE RS A RS R AR ( Bl )

o REES » MR A Y RIL YRR K26
1172 R T A PRI R AR R AR Y B M R (B) ©

G ML Gk

R4 35 5 n] DU 2K BAKF4 ( hyd -
rate ) » BURIA B Y BB EERIE A9 (
solvate ) o 45 i J5 vk A] ABE &S Sud ML o
HEK 9 BE S bl A 5 107K SR 1T 38 BV 1R
L&Y » [FIRFRS ML o 70— kRIS I
FOACA B HORE AL D DN 2500 IR > 45 15 DL Sk
FHREH o B CHRIT ) BYEREE A RS d I 2
BIEEHMAIRAE o W Griseofulvin AU fh
te— A BBHIRS s B > BB BRAK R 5

B & OBE | BOB FER S 0 (HERATINACHCL 5

» Griseofulvin ,%L@ﬂﬁﬁ%fﬁi%ﬁﬂzﬁ%}((i\
s MIEEOFTRET K F&B 2.5 ¢« m o 55k
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Specific surface of FP-Griseofulvin determined

by microscopic method

Size range Median No. of particle 3
(%)) d (W) n ¢

1-2 1.5 3968
2-3 2105 668
3-5 4.0 251
5-7 6.0 21
7-10 8.5 1
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HhiERE: ( Rate determining step ) o B
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?j The relationship between particle size
i and specific surface area
;i Particle size U Specific surface area cmZ/gm
1000 6x10"
100 6x102
R 10 6x10°
7 1 6x104
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orphism ) 287K JE&E ( Amorphous
o 5 o I A ( Sulfa drug ) FE
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Relative absorbability

o
U

B 4B 2 OB GBI Ui
WAERTR » & BIfE/NG Bt 2 A A
KRBT C 7N LA B4 9 R BOK #8170 R K47 B A
RESE ) » LIRS NIRE » 5B | H e
A RE » Kb T Bioavailability Z[H |
» MEA IR SIS RAR B EEY » RIF SRR L
207 A R R AN » w5k n] DA 2 R KA AHE
LB o M@ (9) » Griseofulvin
2 2% T R RHE SR IS OB 4% » R & B IE L
Y TELRRBR £R o BGIR ER FECHR M P iR EE 2 B
EHEREHRS » ZEEAEE T 6ifF
RB% o

(spec. surface area)
0.36=1.0

+ S.E,

0.4 0.6

log. scale

1.0 1.6 2.3

Specific surface area(mz/gm)

Regression of relative absorbability of griseofulvin

on log specific surface area

Blood level of Chloramphenicol following

oral administration of various particle size

Key:
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| (1)Chloramphenicol - 1< BRI I

MG 51 » 4 HRFEEH9 Chl oram-
phenicol ¥ RAE O BLEIK MR » 31
ch L R AR R T ECTTE (10) o T BLART
5 B i R F R MR B o 502m 1200
e H I RS RS A+ {5 400 e
800 em S ACKL T HLIM AU IEE peakfBE Y Hi B
b it R R o A H 50 2m & 200
pm ZBRIRIETRA » T 400 o m 2R B
B3+ T H 200 o m 22 A MR R A R
FEROREEL » [T 400 pm 25 ARARNE th BER IR

The relationship of particle size and blood level by

following oral administration of griseofulvin to man

s s R RERE B o .
(2)Gri seofulvin B’jﬁ?&gﬁim s
KRR FEEAY Griseofulvin A

» S MR B » W H R G R

(1) o B T 0.8 4 m RS

pm oo (PR AR 2.10 g/ ml K3

pg/ml s " HAR Griseoful vin Ef{
LYY o b T RE BN ’)}Zﬁﬁ?ﬁﬁﬁ
s N IR IGEFE A » SRR th RR
T E B FIER B Y Eﬂﬁ'ﬁ' 5
f0 S8 R BRL L S BT £ o 4

Blood 1level ( ug/ml £ S.E. )

Group Member Size Dosage

L Lo e 4 hours 8 hours 26 hours

1 6 10.1 0.5 0.70+0.16 0.37+0.08 0.43%0.02

2 6 10.1 1.0 1.07+0.11 0.83%0.12 0.75%0.04

3 6 2.6 0.25 0.83+0.24  0.38t0.18 0.53+0.12

4 6 2.6 0.5 1.60+0.20 0.82+0.14 0.68+0.09

5 5 0.8 0.25 0.98%0.20  0.54%0.08 0.07+0.07

6 6 0.8 0.5 2.10£0.23  1.43£0.15 © 0.87+0.07
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Particle size Reduction and Absorption
of Drug Substances

Shan-yang Lin*

- Size and distribution of drug particles are important parameters in pharmaceuticals.
7 order to increase the available surface areas of particle, size reduction of drug subs-
inces is achieved by many methods. Many principles and mechanisms have been
eloped from these micronization methods. Noyes-Whitney equation is utilized to
strate the dissolution rate. Rate determining step was decided on available surface
a. The more surface areas increase with reducing the particle size, the more rapid
ssolution rate is obtained. An upward tendency of bioavailability of drug substance
achieved by reducing the particle size.
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