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Fig. 3. Swollen synovial villous of a rabbit joint killed 20 days 
following intraarticular injection of 5 mg SEP. The villous is in- 
filtrated by predominantIy mononuclear inflammatory cells. The 
synovial lining cells are prominent. × 270. 

Fig. 4. Normal appearing synovia in a rabbit killed 7 days following 
an intraarticular injection of SEP heated to 100 °C. Note the delicate 
subsynovial connective tissue. × 270. 

po lysaccha r ides  *, t h e  ef fec t  of t h e  va r ious  s t r ep tococca l  
p r o d u c t s  (SLS,  son ica tes  a n d  S E P )  on  t he  synov ia l  
m e m b r a n e  are  b u t  1 e x a m p l e  of agen t s  capab le  of i n j u r i n g  
t h e  jo in ts .  T h e  se ra  of t h e  r a b b i t s  used d id  n o t  c o n t a i n  
a n y  d e t e c t a b l e  a n t i b o d i e s  r eac t ive  w i t h  S E P .  Thus ,  s ince  
t h e  f i r s t  s y n o v i a l  les ions b e c o m e  m a n i f e s t  as  ea r ly  as  16 h 
fo l lowing in jec t ion ,  t h e  poss ib i l i ty  t h a t  t h e  synov ia l  
a l t e r a t i o n s  are  due  to  a n  i m m u n e  response  shou ld  be  
cons ide red  on ly  to  be  excludedS.  

Zusammen/assung. I n t r a a r t i k u l A r e  I n j e k t i o n  y o n  S t rep -  
to lys in -S- f re ien  ex t raze l lu tAren  P r o d u k t e n  d e r  S t r e p t o -  
k o k k e n  G r u p p e  A v e r u r s a c h t  e ine zun/~chst aku te ,  in  der  
Folge  a b e r  s u b k u t a n e  Synovi t i s .  Die  V e r i i n d e r u n g e n  
g le ichen  denj  en igen  n a c h  Inj e k t i o n  v o n  S t rep to lo l l enson i -  
k a t e n ,  so dass  a n g e n o m m e n  wird,  ausser  S t r e p t o l y s i n  S 
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Effect  of  A l l o x a n  D i a b e t e s  and Insu l in  A d m i n i s t r a t i o n  o n  the  Inc idence  of  P i t u i t a r y  N e c r o s i s  C a u s e d  
by  H e x a d i m e t h r i n e  B r o m i d e  in Rat s  

Accord ing  to  o b d u c t i o n  d a t a  necros is  of a n t e r i o r  
p i t u i t a r y  occurs  m o r e  f r e q u e n t l y  in  d i abe t i c  p a t i e n t s  1. As 
a d m i n i s t r a t i o n  of h e x a d i m e t h r i n e  b r o m i d e  to  r a t s  causes  
necros is  in  t h e  a n t e r i o r  lobe of t h e  p i t u i t a r y  g l and  ~-4, t h e  
poss ib i l i ty  arose  of s t u d y i n g  w h e t h e r  t h e  inc idence  a n d  
e x t e n t  of a d e n o h y p o p h y s i a l  necrosis  due  to  h e x a d i m e -  
t h r i n e  b r o m i d e  (HB) is modi f i ed  in r a t s  w i t h  a l l oxan  
d i a b e t e s  a n d  in t hose  in j ec t ed  w i t h  insul in .  

T h e  e x p e r i m e n t s  were  ca r r ied  o u t  on  female  a lb ino  r a t s  
of t he  s a m e  s t r a i n  we igh ing  ca. 200 g a n d  k e p t  on  a 
s t a n d a r d  diet ,  One  g roup  of r a t s  rece ived  H B  (Poly-  
brene®,  A b b o t t )  a lone  in a dose of 5 r a g / r a t  i.v. Th ree  
g roups  of r a t s  were  g iven  a s ingle i.v. i n j ec t ion  of 40 
m g / k g  b o d y  w e i g h t  a l l oxan  m o n o h y d r a t e .  Two,  6 a n d  30 
d a y s  l a t e r  t h e y  were  i.v. i n j ec t ed  w i t h  5 m g / r a t  of HB.  
Blood  s u g a r  levels  were d e t e r m i n e d  before  t he  a d m i n i s t r a -  
t i on  of H B  a n d  on ly  t h e  r a t s  h a v i n g  h y p e r g l y c a e m i a  were 
used.  O t h e r  g roups  f a s t i ng  for 12 h were  g iven  1.0 IU/100 g 

b o d y  we igh t  aq u eo u s  insu l in  (Richter ,  B u d a p e s t )  i.p. 
s i m u l t a n e o u s l y  w i t h  H B .  

T h e  re su l t s  a re  s h o w n  in t h e  Tab le .  I t  c an  be  seen  t h a t ,  
c o n t r a r y  to  o u r  ex p ec t a t i o n ,  t h e  r a t s  w i th  a l loxan  d i a b e t e s  
d id  n o t  b e c o m e  more  sens i t ive  to  t h e  effect  of H B ;  t h e i r  
s u r v i v a l  t i m e  was  n o t  shor te r ,  m o r t a l i t y  a n d  inc idence  of 
a d e n o h y p o p h y s i a t  necrosis  d id  n o t  increase.  On  t h e  o t h e r  
h a n d ,  insu l in  a d m i n i s t r a t i o n  s t r i k ing ly  sens i t i zed  t h e  r a t s  
to  t h e  ef fec t  of  H B ;  m o s t  of t h e  r a t s  d ied  w i t h i n  48 h, 
s u r v i v a l  t i m e  was  s h o r t e n e d  a n d  a d e n o h y p o p h y s i a l  
necrosis  more  o f t en  appea red .  
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Group No. of Body weight g Died within 
rats 

6 h 24 48 h 

Average Incidence of 
survival time h pituitary 

necrosis 

Untreated control 20 205 ± 2.7 = 0 
Hexadimethrine bromide (HB) 20 208 4- 3.2 0 
Alloxan + 2 days later HB 18 228 4- 4.3 0 
Alloxan + 6 days later HB 13 171 4- 7.8 0 
Alloxan + 30 days later HB 9 187 4- 3.9 0 
Insulin 20 204 i 2.8 0 
Insulin + HB 40 199 4- 3.3 32 
Heparin + insulin + HB 10 205 4- 0.9 0 
Pipolphen + insulin + HB 11 190 4- 3.7 3 
Polymyxin-pretreatment + insulin + HB 10 201 4- 2.7 4 
Compound 48180-pretreatment + insulin + HB 18 200 4- 4.0 5 

0 0 - OhiO o 
1 4 46 -1- 1.3 7•20 
1 2 46 4- 1.5 4/18 
1 1 45 4- 2.8 2113 
2 2 40 q- 5.3 219 
0 0 48 0•20 

32 34 12 4- 2.9 7/8 
0 0 48 0/10 
9 11 15 4- 4.4 2/8 
4 4 30 -4- 7.2 216 
5 8 35 4- 4.7 1113 

* Standard error, b No. of rats with pituitary necrosis. ~ No. of investigated rats. 

H B  is an  an t i hepa r in  agen t  and  causes  d i s rup t ion  of 
m a s t  cells t hus  induc ing  h i s t amine  and  se ro ton in  re- 
leaseS-L I t  was the re fore  fu r the r  examined  w h e t h e r  
a d m i n i s t r a t i o n  of hepar in  (Richter ,  Budapes t )  and  Pipol-  
phen  (promethaz ine ,  E .Gy.T. ,  Budapes t )  as well as pre-  
t r e a t m e n t  w i th  p o l y m y x i n  (po lymyxin  B sulphate ,  
Pfizer,  Brussels) and  c o m p o u n d  48/80 (Wellcome Re- 
search Labora tor ies ,  Langley  Court ,  Beckenham)  to  
deple te  h i s t amine  s tores  m a y  modi fy  the  p o t e n t i a t i n g  
effect  of insulin on t h a t  of HB.  Hepa r in  (10 mg  of 
hepa r in  i.p. 15 min  pr ior  and  4 h la ter  to  H B  and  insulin 
admin is t ra t ion)  offered comple te  pro tec t ion .  This,  how- 
ever,  did no t  t h r o w  a n y  l ight  on the  pa thogenes i s  of the  
process  as hepa r in  neut ra l izes  H B  in v i t ro  and  in vivo.  
P ipo lphen  (10 mg  of p ipo lphen  i.p. 15 min  pr ior  and  1, 2, 
3 h la ter  to  H B  and  insulin admin i s t ra t ion)  did no t  
s ignif icant ly  inf luence m o r t a l i t y  and  surviva l  t ime,  where-  
as f r equency  of a d e n o h y p o p h y s i a l  necrosis was  reduced.  
P r e t r e a t m e n t  w i th  p o l y m y x i n  (2 X 0.5 mg  for 2 days,  
2 × 1.0 mg for 2 days,  2 × 1.5 mg  for 2 days  i .p.;  on the  
s e v e n t h  day  H B  and  insulin admin i s t ra t ion)  and  com- 
p o u n d  48/80 (2 × 0.1 mg  on the  f irs t  day,  2 × 0.2 mg  on 
the  second day,  2 x 0.3 mg  on the  th i rd  day,  2 × 0.4 mg  
on the  fou r th  day,  2 × 0.5 mg  on the  f i f th  d a y  i.p. ; on the  
s ix th  day  H B  and  insulin admin i s t r a t ion)  was effect ive;  
surviva l  t ime  was  fairly well ex tended ,  m o r t a l i t y  and  
f r equency  of p i t u i t a ry  necrosis  decreased.  

F u r t h e r  e x p e r i m e n t s  are needed  to  e lucidate  t he  exac t  
m e c h a n i s m  of the  sensi t iz ing effect  of insulin (or hypo-  
glycaemia) .  I t  is k n o w n  t h a t  H B  releases h i s t amine  and,  
as t he  p o t e n t i a t i n g  ac t ion  of insulin does no t  occur  in 
ra t s  dep le ted  of the i r  h i s t amine  s tores  due  to  p o l y m y x i n  
and  c o m p o u n d  48/80 p r e t r e a t m e n t ,  i t  can  be supposed  
t h a t  h i s t amine  p lays  an  i m p o r t a n t  role in t he  p o t e n t i a t i n g  
effect  of insulin. This  a s s u m p t i o n  is no t  con t r ad i c t ed  by  
the  fac t  t h a t  p ipo lphen  possessed only  a weak p ro t ec t ive  
effect ;  obvious ly  it could no t  be admin i s t e r ed  in such a 
large dose to  accumula t e  in an effect ive a m o u n t  on the  

r ecep to r  sites. Other  au tho r s  8-1° d e m o n s t r a t e d  t h a t  
insul in hypog lycaemia  p o t e n t i a t e d  also the  effect  of 
o the r  h i s t amine  releasers and  increased  the i r  toxic i ty .  
Insul in  m a y  p r o m o t e  the  release of h i s t amine  or sensi t ize 
t he  capil laries to  t he  effect  of h i s tamine ,  or i t  m a y  in- 
tens i fy  in the  presence  of h i s t amine  the  vascula r  changes  
caused by  H B  leading to  an a r res t  of a d e n o h y p o p h y s i a l  
c i rcula t ion and  s u b s e q u e n t l y  i schaemic  infarct ion.  

Zusammen]assung. W~ihrend Al loxan Diabe tes  die Sen- 
sitivit~tt der  R a t t e n  fiir die W i r k u n g  des H e x a d i m e t h r i n -  
Bromid  (HB) n ich t  s teigert ,  bewi rk t  I n s u l i n b e h a n d l u n g  
eine s ta rke  E r h 6 h u n g  der  H B - E m p f i n d l i c h k e i t .  Die Mehr-  
zahl  der  mi t  Insu l in  + H B  s imul t an  b e h a n d e l t e n  R a t t e n  
s t a rb  innerha lb  yon  2 Tagen,  und  in den  A d e n o h y p o -  
p h y s e n  zeigten sich hAufig Nekrosen.  Da  die po tenz ie rende  
W i r k u n g  des Insul ins  bei R a t t e n ,  deren  H i s t a m i n - D e p o t s  
du rch  V o r b e h a n d l u n g  mi t  P o l y m y x i n  und  Subs t anz  48]80 
dep le t i e r t  worden  waren,  n i ch t  zur Gel tung  kam,  wird  
angenommen ,  d a s s  be im H B - p o t e n z i e r e n d e n  E f f e k t  des  
Insul ins  auch  das H i s t a m i n  eine Rolle spielt .  
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L a  Rigenerazione del testicolo atrofico da Fluoroacetamide 

In  una  p r eceden t e  pubbl icaz ione  1 abb i amo  desc r i t t o  
una  d is t ruz ione  del l 'epi te l io  ge rmina t ivo  nel tes t icolo di 
r a t t i  t r a t t a t i  pe r  os con f luoroace tamide  (FAA). 

Tale r i su l ta to  ~ s t a to  da noi a t t r i bu i to  ad un ' az ione  
se le t t iva  eserc i ta ta  dal la  sos tanza  sul l 'epi te l io  germinale .  

Nella p resen te  no ta  r i fer iamo con quali  modalit~, ed 
in quale  lasso di t e m p o  sia possibile o t tenere ,  sospendendo  

la sommin i s t r az ione  della FAA,  u n a  r ipresa  della fun-  
zionalitA del l 'organo.  

Le nos t re  indagini  sono s t a te  c o n d o t t e  su 25 r a t t i  al- 
bini, del  peso osci l lante fra  160-180 g, a cui la F A A  
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