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It is now w e l l  e s t a b l i s h e d  t h a t  m o t t l i n g  i n  
coloured t a b l e t s  is caused by migra t ion  of dyes w i t h  
t h e  g r a n u l a t i n g  f l u i d  dur ing  drying.  The v a r i o u s  fac- 
t o r s  c o n t r i b u t i n g  t o  mot t l ing  of coloured tablets have 
been f u l l y  dealt w i t h  i n  recent  t w o  ar t ic les  (1, 2) .  

I n  an at tempt  t o  prepare  coloured g r a n u l e s  for  c o a t i n g  
t a b l e t s  by compression, it w a s  concluded t h a t  t h e  fac-  . 
to rs  r e s p o n s i b l e  f o r  migrat ion of t h e  dye were t h e  
n a t u r e  of t h e  dye, e x c i p i e n t s  and t h e  g r a n u l a t i n g  
agent .  

orange,  b l u e  and r e d  g r a n u l e s  for  Compression Coat ing,  
the  formulat ion c o n s i s t i n g  of 402 l a c t o s e ,  40% amylum 
and 20% m i c r o c r y s t a l l i n e  c e l l u l o s e ,  w e t  g ranula ted  w i t h  
50% W/W of 10% amylum p a s t e  coloured w i t h  0.1% t o  0.4% 
W/W of t h e  a p p r o p r i a t e  dye, gave h ighly  s a t i s f a c t o r y  
r e s u l t s .  The w e t  mass w a s  passed through No. 8 s i e v e  
and t r a y  dried f o r  about 16 hours  a t  6OoC. The d r i e d  
granules  were passed through No. 20 mesh, treated wi th  
1% magnesium stearate and used as  c o a t i n g  granules  f o r  
dry cota compression. The u s e  of m i c r o c r y s t a l l i n e  cel- 

During e x t e n s i v e  t r ia l s  for  developing yellow, 
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348 SHAH AND SHAH 

l u l o s e  p reven ted  mig ra t ion  of  t h e  c o l o u r  t o  a very 
l a r g e  e x t e n t .  T h i s  fo rmula t ion  w a s  h i g h l y  s a t i s f a c t o r y  

f o r  tar t razine yel low and s u n s e t  yellow. With ind igo  
carmine and FDC Red N o .  3 ,  t h e r e  w a s  a p p r e c i a b l e  migra- 
t i o n  and t h e  t a b l e t s  w e r e  mo t t l ed  w i t h  t h e  r e s u l t  t h a t  

t h e  fo rmula t ion  which w a s  s u i t a b l e  f o r  p r e p a r i n g  yellow 
and orange co lou red  g r a n u l e s  f a i l e d  t o  y i e l d  uniform 
b l u e  and r e d  co lou red  g r a n u l e s .  T h i s  proved t h a t  t h e  
n a t u r e  of  t h e  dye  p l ayed  a very important  p a r t  i n  
co lou r  mig ra t ion .  S u b s t i t u t i n g  t h e  aluminium l a k e s  of  
i nd igo  carmine and FDC Red No. 3 f o r  t h e  r e s p e c t i v e  
s o l u b l e  d y e s ,  gave uniformly co lou red  g r a n u l e s  which 
could be  compressed i n t o  t a b l e t s  without  any m o t t l i n g .  
There w a s  no s t r i p p i n g  of e i ther  t h e  b l u e  or t h e  r e d  
dye from t h e  aluminium lakes by t h e  e x c i p i e n t s .  I n  
o r d e r  t o  have comparable shades ,  it w a s  necessa ry  t o  
use  2% t o  3% o f  t h e  aluminium l a k e s  i n s t e a d  of 0.1% t o  
0.4% of t h e  corresponding dyes.  T h i s  w a s  found t o  be 
expensive and hence s e v e r a l  combinat ions of e x c i p i e n t s  
and g r a n u l a t i n g  a g e n t s  were t r i e d .  

40% tricalcium phosphate ,  40% amylum and 20% 

m i c r o c r y s t a l l i n e  c e l l u l o s e  g r a n u l a t e d  w i t h  90% W / W  of  
coloured 58 of methanol ic  s o l u t i o n  of s h e l l a c  gave 
uniformly coloured g r a n u l e s  without  any mig ra t ion  of 
t h e  b l u e  and r e d  dyes.  Both i n d i g o  carmine and FDC 
Red N o .  3 were s o l u b l e  in methanol t o  t h e  e x t e n t  of 
g i v i n g  r easonab ly  deep shades.  The w e t  mass w a s  pas- 
s e d  through No. 20 s i e v e ,  t r e a t e d  wi th  1% magnesium 
stearate and used for compression. The u s e  of co lou r -  
ed 5% methanol ic  s o l u t i o n  of PVP as g r a n u l a t i n g  agen t  
f o r  t h e  above e x c i p i e n t s  r e s u l t e d  i n  p e r c e p t i b l e  
mig ra t ion  of bo th  t h e  b l u e  and red dyes.  
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A l l  t h e  above f o u r  formulat ions gave uniformly 
coloured dry  c o t a  t a b l e t s  with good hardness ,  r a p i d  
d i s i n t e g r a t i o n  and s t r o n g  adhesion t o  t h e  core .  
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