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ABSTRACT 

A new, simple and precise method using ion-pair high- 
performance liquid chromatography was developed for the 

deteraination of piroxicam in ointment and p l a s m a .  .-i 

reversed-phase system was used, consisting o f  a 5-vm 

3OVA-P. lK C 1 g column, with acetunitrile-water ( 5 2 :  58 v!v-;l 

con t a i n i n g 0.0 1 ?I a n (i a L -  

justed to pH 7.5 by phosphoric acid as the mobile phase. 

The flow rate was 0.8 ml/min and the effluent ‘nras moni- 

t o r e d  at 355 nm. The sensi:ivities of this mzthod ~ . ~ c r e  

2 r!g/rnl  levels o f  pircx;.cam in ointmtr:t a:iiI pLas:fia 
samples using indomethacin as internal standard. 

t e t r a b !J t y iarL:;,o 11 I uni pin s p h a t e 

INTRODKCTIOX 

Piroxicam ( 4-hydroxy-2-methyl-N-( 2-pyridyl )-2H-1, 

2-benzo thiazine- 3-carboxamide-1, 1-dioxide ) is a non- 
steroidal drug possessing anti-inflammatory, analgesic 
and antipyretic activities. It has been indicated for 
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1442 TSAI AND HUANG 

the symptomatic treatment of rheumatoid arthritis and 
other inflammatory disorders ( 1 ) .  

Numerous approaches have been described for the 
analysis of this drug, Among these, spectrophotometric 

(2,3), fluorometric(2,3), high-performance thin-layer 
chromatographic(4) and high-performance liquid chromato- 
graphic ( 5 , 6 , 7 , 8 )  methods have been developed for the 
determination of piroxicam in biological fluids. High- 
performance liquid chromatography ( HPLC ) a s  a deter- 
minative technique appears to oEfer the best approach 
( 5 , 6 , 7 , 8 ) .  As reported here, piroxicam and its metabolite 
were determinated by reversed-phase chromatography using 
ion suppression technique in acidic eluent to maintain 
the non-ionic free acid form of piroxicam. However, the 
HPLC method had some problem in theoretical plates and 

in peak separation of determination. 
In recent years, the reversed-phase ion-pair chro- 

matographic method has been increasingly used far the 
analysis of ionic compound since the capacity factor of 
the ionic compounds is increased b y  forming ion complexes 
with the pairing reagent. A literature survey also 
indicated that there was no a technique of ion-pairing 

reversed-phase HPLC for piroxicam. Therefore, in the 
present study the technique of ion-pairing reversed-phase 
HPLC f o r  determination of piroxicam in ointment and 
plasma has been further investigated. 

EXPERIMENTAL 

Reagents and Materials 
Piroxicam ( 4-hydroxy-2-methyl-N-( 2-pyridyl )-2H-1, 

2-benzo thiazine-3-carboxamide-1,l-dioxide ) was bought 
from Industrie Chimiche Farmaceutiche Itatiane S.P.A. 
and indomethacin used a s  internal standard, was bought 
from.Simitomo Chemicals. 
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PIROXICAM IN OINTMENTS AND PLASMA 1443 

A c e t o n i t r i l e ,  e t h y l  e t h e r ,  t e t r a h y d r o f u r a n ,  a c e t i c  

a c i d  were o f  LC g r a d e ,  t e t r a b u t y l a m m o n i u m  p h o s p h a t e  u s e d  

a s  P a i r - I o n  C h r o m a t o g r a p h i c  r e a g e n t  ( P I C - A )  p r o d u e d  f r o m  

Waters ,  U . S . A .  a n d  t h e  o t h e r  r e a g e n t  were o f  g u a r a n t e d  

r e a g e n t  g r a d e .  

C h r o m a t o g r a p h y  

A Waters A s s o c i a t e  M o d e l  4 5 0  a n a l y t i c a l  l i q u i d  

c h r o m a t o g r a p h y  (HPLC)  e q u i p p e d  w i t h  a 1 5  c r  x 3 . 9  m m  I .D. 
5- m NOVA-PAK C l e  c o l u m n  (Waters  A S S O C . ,  p a r t  3 0 . 0 8 6 3 4 4 )  

was f i t t e d  w i t h  a Waters M o d e l  4 4 0  U V  d e t e c t o r .  A m o b i l e  

p h a s e  o f  a c e t o n i t r i i e - 0 . 0 1 M  PIC-A r e a g e n t  ( 4 2 : 5 8  v / v  ) 

m i x t u r e  was f i l t e r e d ,  d e g a s s e d ,  a n d  u s e d  a t  a f l o w - r a t e  

o f  0 .8  m l / m i n .  T h e  a q u e o u s  s o l u t i o n  o f  m o b i l e  p h a s e  was 

a d j u s t e d  t o  pH= 7 . 5  w i t h  p h o s p h o r i c  a c i d .  T h e  e f f l u e n t  

s t ream was m o n i t o r e d  a t  355 nm w a v e l e n g t h  o n  t h e  

d e t e c t o r s .  

A Waters 7 4 0  Data M o d u l e  was u s e d  t o  c a l c u l a t e  t h e  

r e s u l t ,  i t s  a t t e n u a t i o n  was f i t t e d  a t  3 2  a n d  t h e  c h a r t  

s p e e d  o f  t h e  i n t e g r a t o r  was m a i n t a i n e d  a t  0 . 5  c m / m i n .  

O i n t m e n t  P r e p a r a t i o n  a n d  E x t r a c t i o n  

T h e  r e a g e n t s  a n d  p r e p a r a t i o n  o f  t h e  p i r o x i c a m  O/W 
t y p e  o i n t m e n t  f o r m u l a t e d  i n  T a b l e  1 ,  were e s s e n t i a l l y  

t h e  same a s  t h a t  d e s c r i b e d  p r e v i o u s l y  ( 9 ) .  
T h e  a n a l y t i c a l  p r o c e d u r e  o f  o i n t m e n t  i n  t h i s  r e p o r t  

was t h a t  200 mg o i n t m e n t  d i s s o l v e d  i n  e t h e r - c y c l o h e x a n e  

( 1 : l  v / v )  a n d  t h e n  5 m l  of  N a n C O 3 - N a H C O 3 b u f f e r  ( p H = 1 0 . 2 )  

was a d d e d ,  v i g o r o u s l y  s h a k e n  f o r  1 m i n ,  a n d  t h e  s a m p l e  

was c e n t r i f u g e d  a t  3000 r p m  f o r  30 m i n .  T h e  u p p e r  l a y e r  

was e l i m i n a t e d  b y  s u c t i o n  a n d  5 0 ~ 1  p o r t i o n  o f  d o w n  c l e a r  

l a y e r  was a c c u r a t e l y  t r a n s f e r r e d  i n t o  a n o t h e r  t u b e ,  

a c i d i f i e d  w i t h  1 m l  o f  N a 2 H P 0 4 - c i t r i c  a c i d  b u f f e r  ( p H = 3 )  

a n d  e x t r a c t e d  w i t h  5 m l  o f  e t h e l - c y c l o h e x a n e  ( 1 : l  v / v )  

by  m e c h a n i c a l  c e n t r i f u g a t i o n  s h a k i n g  f o r  30 m i n .  A f t e r  
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1444 TSAI AND HUANG 

TABLE 1 

Piroxicam o/w Type Ointment Formulation 

Piroxicam 2 . 8 6 %  
Cetyl alcohol 5 . 5 5 %  
Stearyl alcohol 5 . 5 5 %  
White vaselin 1 2 . 4 0 %  
Liquid paraffin 1 8 . 5 6 %  
Sod. lauryl sulfate 1 . 3 0 %  
Propylene glycol 1 0 . 4 1 %  
Water 4 3 . 3 7 %  

for 10 min at 3000 rpm, 1 ml of the ether-cyclohexane 
phase was transferred to another tube and 2 0 P 1  o f  inter- 
nal standard (2mg/ml) was added. The mixture was evapo- 
rated to dryness on a water bath at 4OoC. The residue 
was redissolved in 1 m l  mobile phase and shaken f o r  30 
sec by a vortex mixer, then 10 p1 o f  this solution was 
injected into the HPLC. 

Plasma Sample Preparation and Extraction 

A 30 ~1 o f  internal standard solution ( 2 m g  indo- 
methacin/ml acetonitrile) and 1 ml of 0.01M hydrochloric 
acid were added to 0.2 ml of plasma. The mixture was 
extracted with 5 ml of ether-cyclohexane ( 1 : l  v/v ) in 

a 1 2  rnl g l a s s  tube, which was shaken gently for 20 min. 
After centrifugation for 10 min at 3 0 0 0  rpm, the 4 m l  

organic phase was transferred to another tube for evapo- 
ration b y  N Z  gas at 40°C water bath. The residue was 
redissolved in 1 ml of mobile phase by vortexing. An 

aliquot o f  5 P1 was injected into the HPLC. 

RESULT A N D  DISCUSSION 

Since piroxicam is a weak acidic compound, the HPLC 
determination of piroxicam is unsuitable by  typical con- 
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PIROXICAM IN OINTMENTS AND PLASMA 1445 

d i t i o n s  o f  r e v e r s e d - p h a s e  c h r o m a t o g r a p h y  u s i n g  n a u t r a l  

e l u e n t .  T h e r e f o r e ,  a c o m p o s i t i v e  m o d i f i c a t i o n  o f  t h e  

e l u e n t  i s  d e f i n i t e l y  r e q u i r e d  t o  i m p r o v e  t h e  r e s o l u t . i o n  

o f  p i r o x i c a m  f o r  b e t t e r  c h r o m a t o g r a p h i c  p r o p e r t i e s ,  I n  

p r e v i o u s  s t u d y  ( 6 , 7 , 8 ) ,  t h e  i o n - s u p p r e s s i o n  m e t h o d  t h a t  

t h e  m o b i l e  p h a s e  c o n s i s t e d  o f  a c e t i c  a c i d  a n d  a c e t o -  

n i t r i l e  h a d  b e e n  u s e d  t o  s u p p r e s s  t h e  i o n i z a t i o n  o f  

p i r o x i c a m  a n d  r e d u c e  p e a k  t a i l i n g .  I n  o r d e r  t o  o b t a i n  

h i g h e r  r e s o l u t i o n  f o r  p i r o x i c a m ,  i o n - p a i r i n g  c o m p l e x  o f  

p i r o x i c a m  w i t h  c o u n t e r - i o n  i n  m o b i l e  p h a s e  was  a p -  

p r o a c h e d ,  a n d  t h e  m i x i n g  r a t i o  o f  a c e t o n i t r i l e  a n d  w a t e r ,  

t h e  c o n c e n t r a t i o n  o f  c o u n t e r - i o n  a n d  t h e  pH o f  t h e  m o b i l e  

p h a s e  were i n v e s t i g a t e d  t o  f i n d  t h e  o p t i m u m  c o n d i t i o n s  

f o r  d e t e r m i n a t i o n  o f  p i r o x i c a m .  

I n d o m e t h a c i n  was u s e d  a s  i n t e r n a l  s t a n d a r d  ( l o ) ,  a n d  

t e t r a b u t y l a m m o n i u m  p h o s p h a t e  was e x a m i n e d  a s  t h e  c o u n t e r -  

i o n  ( 1 1 ) .  T h e  r e l a t i o n s h i p  b e t w e e n  t h e  c a p a c i t y  f a c t o r  

( K ' )  a n d  t h e  c o u n t e r - i o n  c o n c e n t r a t i o n  o f  t e t r a b u t y 1 . -  

a m m o n i u m  w a s  s h o w n  i n  F i g . l .  T h e  e f f e c t  o f  c o u n t e r - i o n  

c o n c e n t r a t i o n  i n  t h e  a c e t o n i t r i l e - w a t e r  ( 4 ? : 5 8  v / v  ) 

m o b i l e  p h a s e  o n  t h e  c h r o m a t o g r a p h y  o f  p i r o x i c a s  was 

e v a l u a t e a d  f r o m  0 . 0 0 2  t o  0 . 0 2  M ,  w h i l e  m a i n t a i n i n g  a l l  

o t h e r  v a r i a b l e s  c o n s t a n t .  T h e  c a p a c i t y  f a c t o r  ( K ' )  o f  

p i r o x i c a m  a n d  i n d o m e t h a c i n  i n c r e a s e d  a s  t h e  c o n c e n t r a t i o n  

o f  t e t r a b u t y l a m m o n i u m  i n c r e a s e d .  T h e  c o n c e n t r a t i o n  o f  

t e t r a b u t y l a m m o n i u r n  was s e l e c t e d  a t  0 .01  M b e c a u s e  a d e -  

q u a t e  r e t e n t i o n  a n d  r e s o l u t i o n  f o r  p i r o x i c a m  was o b t a i n e d  

a t  t h a t  l e v e l .  

T h e  e f f e c t  o f  r a t i o  o f  a c e t o n i t r i l e  a n d  0 .01  M 

p a i r i n g  i o n  r e a g e n t  o n  t h e  c a p a c i t y  f a c t o r  o f  p i r o x i c a m  

was s h o w n  i n  F i g . 2 .  By l o w e r i n g  t h e  p e r c e n t a g e  o f  a c e t o -  

n i t r i l e  i n  t h e  m o b i l e  p h a s e  w o u l d  p r o l o n g  t h e  r e t e n t i o n  

t ime o f  p i r o x i c a m  a n d  i n d o m e t h a c i n ,  a n d  4 2 %  o f  a c e t o n i -  

t r i l e  i n  t h e  m o b i l e  p h a s e  was s e l e c t e d  f o r  t h i s  a n a l y s i s .  

I n  t h i s  c o n d i t i o n  t h e  p e a k s  o f  p i r o x i c a m  a n d  i n d o m e t h a c i n  

were s e p a r a t e d  c o m p l e t e l y .  
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F I G U R E  1 
Influence of tetrabutyl- 

ammonium (paired-ion) con- 
centration on the capacity 
factor (k') of piroxicam and 
indomethacin. 

, piroxicam; 
, indomethacin. 

I - 
C H J C N  40 4 5  50 

60  55 5 0  PIC-A 

F I G U R E  2 
Influence of the mixing 

ratio of C H J C N  and tetra- 
butylammonium ( PIC-A ) 
reagent o n  t h e  capacity 
factor ( k') o f  piroxicarn 
and indomethacin. 

, piroxicam; 
, indomethacin. 
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PIROXICAM IN OINTMENTS AND PLASMA 1447 

T h e  p a i r i n g  e f f e c t  o c c u r s  w h e n  a m o l e c u l e  d i s s o c i a t e s  

i n t o  i o n s  i n  t h e  m o b i l e  p h a s e .  P i r o x i c n m  d i s s o c i a t e s  

n e a r  pKa 5 . 5  ( 9 )  a n d  i n d o m e t h a c i n  d i s s o c i a t e s  n e a r  pKa 

4 . 2 ( 1 0 ) .  T h e r e f o r e ,  t h e  e f f e c t  o f  v a r i a t i o n  i n  t h e  m o b i l e  

p h a s e  pH o n  t h e  c h r o m a t o g r a m  was e v a l u a t e d  f u r  t h e  pH 

r a n g e .  T h e  r e l a t i o n s h i p s  b e t w e e n  pH a n d  p e a k  h e i g h t  8 r e  

s h o w n  i n  F i g . 3 .  T h e  p e a k  h e i g h t  o f  p i r o x i c a m  a n d  i n d o m e -  

t h a c i n  i n c r e a s e d  a s  t h e  pH v a l u e  o f  v o b i 1 . e  p h a s e  

i n c r e a s e d  f r o m  6 . 5  t o  7 . 5 .  G o o d  p e a k  s h a p e s  o f  p i r o x i c a m  

a n d  i n d o m e t h a c i n  were o b t a i n e d  a t  pH = 7 . 5 .  

B a s e d  o n  t h e  a b o v e  o p t i m i z a t i o n  o f  c o n d i t i o n s  f o r  t h e  

m o b i l e  p h a s e ,  a t y p i c a l  c h r o m a t o g r a m  o f  p i r o x i c a m  i s  

s h o w n  i n  F i g . 4 .  T h e  p e a k  s h a p e  o f  p i r o x i c a m  a n d  i n d o m e -  

t h a c i n  o n  t h e  c h r o m a t o g r a m  c o u l d  b e  i m p r o v e d  b y  com- 

p a r i s o n w i t h  t h e  p r e v i o u s  s t u d y  ( 7 , 8 ) .  T h e  r e t e n t i o n  t i n e  

o f  p i r o x i c a m  a n d  i n d o m e t h a c i n  wete 3 . 2 9  a n d  4 . 9 4  m i n ,  

r e s p e c t i v e l y .  

U n d e r  t h e  c h r o m a t o g r a p h i c  c o n d i t i o n s  d e s c r i b e d  a b o v e ,  

F i g . 4  g i v e s  t y p i c a l  c h r o m a t o g r a m s  for i n d o m e t h a c i n  a n d  

1 4  

1 2  
n 

:lo 

5 . 6  

- 8  
e; 

*rl 

X 
a 1 4  

2 

0 I, L 
7 5  7.0 €5 pH 

F I G U R E  3 
I n f l u e n c e  o f  t h e  pH v a l u e  o f  

m o b i l e  p h a s e  o n  t h e  p e a k  h i g h  
o f  p i r o x i c a m  a n d  i n d o m e t h a c i n .  
K e y :  r y  , p i r o x i c a m ;  

, i n d o m e t h a c i n .  
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1448 TSAI AND HUANG 

F I G U R E  4 
The trace of high- 

performance liquid chro- 
matogram o f  piroxicam and 
indomethacin. 
Peak (a): piroxicam; 

(b): indomethacin. 

piroxicam obtained from a spiked ointment sample. The 
linearity of the calibration curves, Y =  0 . 0 4 5 i X  + 0.012 
(r=0.9990), f o r  piroxicam in a plain ointment at concen- 
trations ranging f r o m  6 to 4 0  m g / g  ointment was obtained 

from the observed value in Table 2 .  The precision and 
reproducibility are also summarized in Table 2. The 
coefficient of variation ( C . V . )  f o r  these results was 
less than 5% f o r  all the investigated. 

During the development o f  this assay, a number o f  

variations were tried. An analytical procedure for piro- 
xicam ointment similar as that for indomethacin ointment 

was approached ( 1 2 ) ,  but the residue of ointment base 
might precipitate in the mobile phase during through the 
column and the efficiency of the column was reduce. 
Therefore, the present analytical procedure f o r  piroxicam 
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TABLE 2 

Assay Precision and Reproducibility for 
Piroxicam Extracted from Ointment Ease 

Concentration Mean area ratio S.D. CV(%) 
( I.lg/ml) sample/I.S.(n=3) 

6 0.2599 0.0063 2.42 
10 0.4988 0;0215 4.31 
20 0.9195 0.0108 1.17 
30 1.3948 0.0166 1.19 
40 1.8302 0.0344 1.85 

ointment was developed as stated under EXPERIMENTAL 
section in this study. The ether-cyclohexane ( 1 : l  v/v) 
solvent used can dissolve all components of the ointment 
base and piroxicam. The NanCO3-NaHCOsbuffer ( pH=10.2 ) 

was chosen as the first extracting solvent because of 
its ability to separate ionized piroxicam from the oint- 

ment base. During che NazHPOt+-citric acid buEfer (pH=3) 
solution added to the first extracting solvent, the 
ionized piroxicam was changed to unionized piroxicam 
which was extracted by the second solvent oE ether-cyclo 
hexane (1:l v/v). This method gave a good recovery of 
this compound with essentially no interference from the 

ointment. 
The present reversed-phase ion-pair chromatographic 

method was also applied to the plasma o f  rat to which 
piroxicam was added. Table 3 shows the linearity of 
the calibration curve (Y=O.O115X t 0.0188, r=0.9992) for 
piroxicam i n  rat plasma at concentration ranging from 

5 to 75 p g / m l .  The recovery and reproducibility are also 
summarized in Table 3. The coefficient of variation 
( C.V. ) for these results was less than 5 %  for a l l  

all concentrations investigated. 
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T A B L E  3 

Assay P r e c i s i o n  and R e p r o d u c i b i l i t y  f o r  
P i r o x i c a m  E x t r a c t e d  from Plasma o f  R a t s  

C o n c e n t r a t i o n  Mean a r e a  r a t i o  S .D .  CV(W) 
( p d m l )  s a m p l e / I . S . ( n - 3 )  

5 0.0820 0 .0040 4 . 8 8  
1 5  0.1889 0 .0039 2.06 
2 5  0 .3087 0.0151 4.90 
50 0.5859 0 .0127 2 . 1 7  
7 5  0.8908 0 .0176 1 . 9 7  

The e x t r a c t i o n  o f  p i roxicarn  from plasma s a m p l e s  was 

pH d e p e n d e n t .  A s  shown i n  T a b l e  4 ,  i t  was found t h a t  t h e  

r e c o v e r y  o f  p i r o x i c a m  c o u l d  b e  improved when t h e  0.01N 

H C 1  s o l u t i o n  was added t o  t h e  p lasma.  D i f f e r e n t  o r g a n i c  

s o l v e n t s  have  been s t u d i e d  a s  e x t r a c t i v e  s o l v e n t  and i t s  

r e s u l t s  were shown i n  T a b l e  5 .  I t  has  been found t h a t  

e t h e r - c y c l o h e x a n e  ( 7 : 3  v / v )  had t h e  b e s t  e x t r a c t i v e  

r e c o v e r y  of  p i r o x i c a m .  T h e  n e x t  b e s t  were e t h e r ,  b e n z e n e ,  

e t h e r - c y c l o h e x a n e  ( 6 : 4  v / v ) ,  e t h e r - c y c l o h e x a n e  ( 5 : 5  v / v )  

and s o  on.  I n c r e a s i n g  t h e  p r o p o r t i o n  o f  e t h e r  i n  t h e  

e t h e r - c y c l o h e x a n e  m i x t u r e  was found t o  i n c r e a s e  t h e  

TABLE 4 

E x t r a c t i o n  Recovery w i t h  D i f f e r e n t  A c i d i f i e d  S o l u t i o n s  

A c i d i f i e d  P i r o x i c a m  n Recovery ( p g )  r a t i o  
s o l u t i o n  added(LIg) mean (S .D. )  

1 M  H C 1  30 3 1 5 . 6 6  ( 0 . 8 9 )  0 . 5 2 2  
0.1M H C 1  30 3 2 8 . 2 8  ( 0 . 6 4 )  0.943 
0.01M H C 1  30 3 28.03 ( 1 . 8 2 )  0 . 9 3 4  
p H = 2 . 2 *  30 3 27.55 ( 1 . 2 0 )  3.918 
pH=3.0* 30 3 25 .98  ( 2 . 4 4 )  0 . 8 6 6  

* Disodium hydrogen p h o s p h a t e - c i t r i c  a c i d  b u f € e r  
s o l u t i o n .  
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TABLE 5 

Extraction Recovery with Different Extraction Solvents 

Extraction Piroxicam n Recovery ( p g )  ratio 
solvent added ( pg 1 mean (S.D.) 

Ether 
Cyclohexane 
Benzene 
Ethylacetate 
E:C* ( 3 : 7 )  
E:C ( 4 : 6 )  
E:C ( 5 : 5 )  
E:C ( 6 : 4 )  
E:C ( 7 : 3 )  

30 
30 
30 
30 
30 
30 
30 
30 
30 

3 2 9 . 0 3  ( 1 . 3 8 )  
3 1 4 . 4 8  ( 0 . 6 7 )  
3 28 .92  ( 0 . 5 3 )  
3 25.09 ( 1 . 0 4 )  
6 25.36 ( 1 . 3 6 )  
6 26 .92  ( 1 . 1 2 )  
6 27.89 ( 2 . 1 8 )  
6 27 .65  ( 1 . 9 5 )  
6 29.79 ( 1 . 7 6 )  

0 . 9 6 8  
0 . 5 8 3  
0 . 9 6 4  
0 . 8 3 7  
0 . 8 4 6  
0 . 8 9 7  
0 . 9 3 0  
0 . 9 3 3  
0 . 9 7 3  

* Ether:Cyclohexane 

extractive recovery of piroxicam. However, the mixing 

ratio ( 5 : 5  v/v) of ether-cpclohexane was selected f o r  

this analysis due to considering the toxicity of benzene, 
the convenience of performance and the volatility of 
ether. 

Piroxicam ( 1 0  m g / k g )  was given intravenously to rats 
and time courses for the concentration of piroxicam in 
the plasma of rats are shown in Fig.5. The plasma levels 
o f  piroxicam appear to be consistent with a two-compart- 
ment model. Table 6 summarizes the pharmacokinetic 
parameters generated from analysis of the data. 

TABLE 6 

The Pharmacokinetic Parameters o f  Piroxicam i n  Rat 
Following Intravenous Administration in Dose 10 mg/kg 

Cp = A'e-at t B'e-Bt 

A' 30.16  K 1 2  0 . 3 3 3  
B' 28.22 K 2 1  0 . 4 8 7  
a 0 . 9 0 3  Ke 0 . 1 8 0  
B 0.097 AUC 3 2 4 . 3  
Cp, 58.38  t 1 / 2  7.140 
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FIGURE 5 
Plasma concentration-time curve € o r  piroxicam (M ) 

in plasma of rat after I.V. administration of 10 m g / k g  
of piroxicam. Curve €or piroxicam calculated from the 
equation Cp = 30.16 e - o * 9 0 3 t  + 28.22 e - o - 0 9 7 t  , where 
Cp is piroxicam concentration in plasma. 

In conclusion, it can be said the reversed-phase ion- 
pairing HPLC procedure described here provides a precise 
and accurate method for the determination of piroxicam 
in the dosage form of ointment and the biological fluid 
of plasma. 
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