
15. 10. 1967 SpeeiaUa 835  

Table III. Effect of histamine on guinea-pig mast cell damage induced by promethazine or chlorcyclizine 

Histamine Promethazine 0.1 mM Chloroyclizine 0.1 mM 

Average Range % of control Average Range % of 
control 

0 3.6 (6) 0.3-10.5 14.3 1.4 • 1.4-1.4 5.4 
0.1 mM 5.1 (4) 0,9-10.7 20.3 2.4 1.3-3.5 9,3 
0.25 mM 5.7 (4) 1.0-18,2 22.7 
0.5 mM 12.8 (4) 2.4-23.2 51.0 5.3 4.6-6.1 20.6 
0.75 mM 14.0 (2) 7.0-17.0 55.7 
1 mM 24.2 (6) 15.6-29.6 96.4 25.9 23.1-28.8 100 
C°ntrol b 25.1 (6) 15.2-38,6 100 25.7 24.5-26.9 100 

The results are given as the mean count of mast cells in 30 microscopical fields. Values in brackets indicate the number of experiments per- 
formed. • Mean of 2 experiments, b Incubated in tyrode alone. 

w h e t h e r  t h e  s i te  of t h i s  a n t a g o n i s m  is a t  t h e  granule ,  cell 
m e m b r a n e  or  some o t h e r  cell site. Howeve r ,  s ince  t h e  
h igh  c o n c e n t r a t i o n  of h i s t a m i n e  n o r m a l l y  f o u n d  w i t h i n  
t he  m a s t  cell g r anu l e  does  n o t  p r e v e n t  t h e  d e m a g i n g  
ac t ion  of a n t i h i s t a m i n e s ,  t he se  d r u g s  a re  p r o b a b l y  dis-  
r u p t i n g  t h e  m a s t  cells a n d  re leas ing  h i s t a m i n e  b y  a 
m e c h a n i s m  o t h e r  t h a n  a d i r ec t  d i s p l a c e m e n t  of t h e  a m i n e  
f rom t h e  g r a n u l e s ;  e x o g e n o u s  h i s t a m i n e  would  t h u s  b e  
a n t a g o n i s i n g  t h e  a n t i h i s t a m i n e s  a t  a d i f f e ren t  s i te  of t h e  
cell. A n t i h i s t a m i n e s  w i t h  d i f fe ren t  chemica l  s t r u c t u r e s  
showed  d i f f e r e n t  r a t i o s  a n t i h i s t a m i n e :  h i s t a m i n e  (1 : 1 for  
d i p h e n h y d r a m i n e ,  a n d  1 : 10 for  p r o m e t h a z i n e  a n d  chlor-  
cyclizine) necessa ry  for a c o m p l e t e  p r o t e c t i o n  of t he  m a s t  
cells. P r e l i m i n a r y  e x p e r i m e n t s  showed  t h a t  c h l o r p r o m a z i n e  
(0.0001 M), w h i c h  h a s  a m u c h  lower  a n t i h i s t a m i n e  a c t i v i t y  
t h a n  p r o m e t h a z i n e ,  d a m a g e d  100% of gu inea -p ig  m a s t  
cells, b u t  a c o n c e n t r a t i o n  of 0 . 0 0 5 M  of h i s t a m i n e  was 
necessa ry  for  a c o m p l e t e  p r o t e c t i o n  of t h e  m a s t  cells, 5 
t imes  t h a t  neces sa ry  for  p r o m e t h a z i n e .  

T h e  f ac t  t h a t  t h e  i n h i b i t o r y  ac t ion  of h i s t a m i n e  was  
r a t h e r  easi ly  o v e r c o m e  - i t  was  suff ic ient  to  ra ise  t h e  r a t i o  
d i p h e n h y d r a m i n e : h i s t a m i n e  f rom 1:1  to  1 .5:1  for  t h e  

p r o t e c t i o n  to  d i s a p p e a r  - sugges ts  t h a t  t h e  h i s t a m i n e  
a d d e d  is n o t  v e r y  f i rmly  b o u n d  to  t h e  cell. O u r  r e su l t s  
do  n o t  i m p l y  as  y e t  t h e  ex i s t ence  of a r e l a t i o n s h i p  b e -  
t w e e n  c h e m i c a l  s t r u c t u r e  or  p o t e n c y  of t h e  a n t i h i s t a m i n e  
a n d  a n t a g o n i s m  b y  h i s t a m i n e  a t  t h e  m a s t  ceil level.  More  
e x p e r i m e n t s  a re  b e i n g  p e r f o r m e d  to  v e r i f y  a n y  s u c h  
r e l a t i o n s h i p  a n d  t h e  n a t u r e  a n d  speci f ic i ty  of t h i s  a n t a g o -  
n ism.  

.Resumen. Se d e m o n s t r a  la  c a p a c i d a d  de la  h i s t a m i n a  
p a r a  i n h i b i t  las a l t e rac iones  de  los m a s t o c i t o s  de  la  r a t a  
y cobayo  p r o d u c i d a s  po r  d iversos  a n t i h i s t a m i n i c o s  (difen- 
h i d r a m i n a ,  p r o m e t a z i n a ,  clorcicl izina,  c lo rp romaz ina ) .  
D i fe ren te s  c o n c e n t r a c i o n e s  de h i s t a m i n a  fue ron  necesa r ias  
p a r a  a n t a g o n i z a r  los d i s t i n to s  a n t i h i s t a m i n i c o s .  Se sugiere  
la  ex i s t enc i a  de u n  a n t a g o n i s m o  a n t i h i s t a m i n i c o  - h i s t a -  
m i n a  a n ive l  mas toc i t a r io .  
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Severe Alterations in Myelin Structure in 
Experimental  Lymphogenous  Encephalopathy 

I t  h a s  b e e n  r e p o r t e d  in a series of p a p e r s  t h a t ,  in  
s t r ik ing  c o n t r a s t  to  t h e  t e x t  b o o k  opinion,  l y m p h a t i c s  
p lay  a f u n d a m e n t a l  role  in  t h e  f luid c i r cu l a t i on  of t h e  
b r a i n  1-s. A b lockade  of cerv ica l  l y m p h  vessels  a n d  g l ands  
resul ts  in  a n  e x p e r i m e n t a l  d isease  - l y m p h o g e n o u s  en- 
e e p h a l o p a t h y  - c h a r a c t e r i z e d  b y  va r ious  n e u r o p a t h o -  
logical, b iochemica l  a n d  cl inical  signs. 

Submic roscop ic  a l t e r a t i o n s  in  t he  g r ey  s u b s t a n c e  of  t he  
b ra in  axe consp icuous  3 d a y s  a f t e r  su rge ry ;  swel l ing of 
ra i tochondr ia ,  e n l a r g e m e n t  of  t h e  p e r i v a s c u l a r  c i s t e rnae  
a n d  t h e  a p p e a r a n c e  of lysosomas .  No  a l t e r a t i o n s  were  
fOUnd in t h e  w h i t e  m a t t e r  a t  t h i s  t ime,  however% 

F u r t h e r  e x a m i n a t i o n s  of  r a t s  suf fer ing  f rom l y m p h o -  
genous e n c e p h a l o p a t h y  revea led  t h a t  7 days  a f t e r  su rge ry  
severe a l t e r a t i o n s  in  m y e l i n  s t r u c t u r e  b e c a m e  a p p a r e n t .  

I n s t e a d  of g e o m e t r i c a l l y  r egu l a r  concen t r i c  o rgan iza -  
t i o n  of t h e  l amel lae  c o n s t i t u t i n g  t h e  n o r m a l  m y e l i n  
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sheath, they became dislocated, resulting in a curly 
appearance (Figure). 

I t  should be stressed tha t  similar alterations were 
described by LE~ and BAKAY x° as a typical ultrastruc- 
tural  change for the cedematous CNS. 

Zusammen/assu~cg. Bei der dutch Unterbindung der 
zervikalen Lymphbahnen herbeigefiihrten experimentel- 
len lymphogenen Encephalopathie der Rat te  konnte eine 
schwere Desintegration der Myelinstruktur - eine fiir ein 

Dislocation of myelin lamellae in a thick 
neurofibre of the caudate nucleus 7 days 
after experimental cervical lymph block- 
age in the rat. x 32,000. 

Hirnoedem charakteristische Ver~nderung-  nachgewiesen 
werden. 
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Mast Cells in Nerves Affected with Fowl 
Paralysis (Marek's Disease) 

This communication records the occurrence and varia- 
t ion in numbers of endoneuriaI mast  cells in the sciatic 
nerves of normal and fowl paralysis-affected Brown Leg- 
horn hens. Fowl paralysis is a disease of the peripheral 
nerves of Gallus domesticus 1. I t  is world-wide in distri- 
bution and causes considerable economic loss, WIGHT ~ 
suggested tha t  the nerve lesions could be classified in 3 

main histopathological types; the predominant  feature 
of type I is neural infiltration by  mature  lymphocytes and 
some plasma cells, type I I  is characterized by inter- 
neurite oedema and a relatively sparse infiltration of 
mature  tymphocytes and plasma cells, while the nerves 
in type I I I  are massively invaded by primit ive lymphoid 
cells which have many neoplastic characteristics. 
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