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Our p re l iminary  findings repor ted  above  support  the  
theory  tha t  au to-ant igen  format ion  th rough  modif ica t ion  
by any  aggression of the  const i tuents  of the  venous 
t issue would result  in an t ibody  product ion  indica t ing  the  
aggression. Increased produc t ion  of these auto-ant ibodies  
(by repeated  aggressions and/or  dysfunct ion  of the  
ant ibody-fornf ing systems) could render  these ant ibodies  
pa thogenic  to the  vascular  tissue, thus  possibly perpe tu-  
a t ing the  course of the  venous disease. 

Rdsumd. Dans 70% des cas examin6s,  los auteurs  ont  
mont r6  l 'exis tence d 'ant icorps  ant iveines  dans le p lasma 

des malades  a t t e in t s  de thrombophl6bi the .  11 est k 
presumer  que  des facteurs an to - immunes  jouen t  quelque  
r61e dans la pathogengse des thrombophl~bi tes .  
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Effect of Synthetic. Luteinizing Hormone Releasing Hormone on Pituitary and Serum 
Levels of Luteinizing Hormone of Intact and Median Eminence Lesioned Male Rats 

Various reports  have  indicated t h a t  the  hypo tha lamus  
m a y  control  both  the  synthesis  and release of p i tu i t a ry  
follicle s t imula t ing  hormone  (FSH) 1-4 The ava i lab i l i ty  of 
synthe t ic  lu te iniz ing hormone  (LH) releasing hormone  
(LRF),  which is known to s t imula te  the  secretion of bo th  
hypophys ia l  F S H  and L H  s, p rovided  us wi th  the  oppor-  
tun i ty  to tes t  the  hypothes is  t ha t  this  specific hypotha la -  
mic neurohormone  m a y  regulate  bo th  the  synthesis  and re- 
lease of p i tu i t a ry  LH.  

Methods and materials. Synthe t i c  L R F  ~ was injected in- 
to the  jugular  ve in  of ma tu re  male rats  (Sprague-Dawley,  
225-250 g; 5-10 rats /group),  bo th  in tac t  animals  and 
those t h a t  had  borne ME lesions for approx ima te ly  10 
days, at  which t ime  p i tu i t a ry  L H  was s ignif icant ly  de- 
pressed. The  lesions had been made  by  apply ing  a direct  
current  of 5 mA/15 sec. A s tudy  was carried out  to deter- 
mine opt imal  post - in jec t ion t ime  to detec t  ma jo r  changes 
in p i tu i t a ry  and serum L H  in bo th  in tac t  and ME-les ioned 
animals.  

For  the  dose-response studies, 45 rain af ter  in ject ion of 
L R F  blood was wi thdrawn by  cardiac puncture  and the  
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Fig. 1. Time study: Effect of synthetic LRF (100 ~zg/rat, i.v.) on 
pituitary and serum LH of intact and ME-lesioned mature male rats. 

animals  were i m m e d i a t e l y  decapi ta ted .  Anter ior  p i tu i ta -  
ries were removed,  pooled, weighed, homogenized and di- 
luted wi th  physiological  saline for use in ti le Par low ova-  
r ian ascorbic acid deplet ion assay for L H  ~. The  s tandard  
N I H - L H - S 1 7  was tes ted at  2 or 3 levels, wi th  the  to ta l  
doses ranging f rom 0.4 ~g to 6.4 ~g (4-fold interval) .  P i tu-  
i t a ry  homogenates  were assayed a t  t o t a l  doses of 0.5 nag 
and 2.0 rag. F ive  assay rats  were employed  at  each dose 
level. Es t ima tes  of p i tu i t a ry  L H  concent ra t ion  were cal- 
cula ted by  the  me thod  of BLISS 8. Resul ts  are expressed in 
te rms  of NIH-LI-t-S1.  Serum L H  levels were de te rmined  
by the double  an t ibody  rad io immunoassay  technique  of 
lXTISWENDER et al2, and are expressed in te rms  of 
NIAMD-Rat LH-RP-I. 

Results and discussion. Figure  1 represents  the  effect of 
a single i.v. inject ion of 100 ~zg L R F  on p i t u i t a ry  and se- 
rum L H  of in tac t  and ME-les ioned rats  in re la t ion to t ime.  
In  the  in tac t  rat,  as p i tu i t a ry  L H  was being s ignif icant ly  
depleted (P  _< 0.05 vs. in tac t  + saline), serum L H  rose 
s ignif icant ly  (P  _< 0.05 vs. in tac t  + saline). Maximal  pi tu-  
i t a ry  L H  deple t ion  occurred at  45 min  whereas serum L H  
cont inued to rise, reaching its apex  at  120 rain post- injec-  
tion. Animals  wi th  M E  lesions, whose p i tu i t a ry  and serum 
L H  levels were s ignif icant ly  depressed (P  _< 0.05 and 
P < 0.01 vs. sham lesion, respectively),  exh ib i ted  maxi -  
mal  and signif icant  p i tu i t a ry  L H  replet ion a t  45 min  
(P  _< 0.01 vs. ME lesion + saline) associated wi th  corres- 
ponding  m a x i m a l  and signif icant  increments  in serum L H  
(P  _< 0.01 vs, ME lesion + saline.) Both  p i t u i t a ry  and se- 
rum L H  levels in bo th  types  of recipients  re turned  to base- 
line values  by  4 h af ter  L R F  adminis t ra t ion .  

F igure  2 represents  combined means  of L R F  s t imula t ion  
studies per formed indiv idual ly  bu t  in t r ip l ica te  and clearly 
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d e m o n s t r a t e s  t h e  log dose r e l a t ed  a l t e r a t ions  in  b o t h  
h y p o p h y s i a l  a n d  se rum LFI values.  I n t a c t  an i m a l s  showed  
a p r o m i n e n t  dep le t ion  Of p i t u i t a r y  L H  w i t h  a c o n c o m i t a n t  
r ise in  s e rum L H ;  in  con t ras t ,  ME- les ioned  rec ip ien t s  ex-  
h ib i t ed  m a r k e d  rep le t ion  of p i t u i t a r y  L H  w i t h  s imu l t a -  
neous  i n c r e m e n t s  in  s e rum LH.  

These  d a t a  p rov ide  s t rong  ev idence  s u p p o r t i n g  t he  con- 
cep t  t h a t  a specif ic  h y p o t h a l a m i c  h o r m o n e  can  con t ro l  t he  
~ynthesis  a n d  release of p i t u i t a r y  LH.  I n i t i a l  s u b s t a n t i a -  
t i o n  was p r o v i d e d  b y  t he  fac t  t h a t  M E  lesions n o t  on ly  re- 
duced  p i t u i t a r y  L H  stores,  b u t  also c o n c o m i t a n t l y  lower- 
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Fig. 2. Dose-response study: Effect of various doses of synthetic 
LRF on pituitary and serum LH of intact and ME-lesioned mature 
male rats. 

ed s e rum levels  of t h i s  gonado t rop i c  ho rmone .  F u r t h e r  
s u b s t a n t i a t i o n  was o b t a i n e d  f rom t h e  effect  of s y n t h e t i c  
L R F  employed  as t he  s t imulus .  T h e  p r e s e n t  resu i t s  agree  
w i t h  those  r e p o r t e d  b y  us z -* conce rn ing  t h e  effect  of c rude  
h y p o t h a l a m i c  e x t r a c t s  on  p i t u i t a r y  F S H ,  a n d  s u p p o r t  
o the r  r epo r t s  ~0-~ p e r t a i n i n g  to a dua l  effect  of h y p o t h a l a -  
mie  n e u r o h o r m o n e s  on  t h e  syn thes i s  and  release of p i tu -  
i t a r y  t rop ic  hormones .  F u r t h e r m o r e ,  t he  p r e sen t  d a t a  
clear ly d e m o n s t r a t e  t h a t  b o t h  syn thes i s  of L H  a n d  i ts  re- 
lease in to  t he  b lood  can  occur  s i m u l t a n e o u s l y  14. 

Rdsumd. Des r a t s  m~les i n t a c t s  ou a y a n t  une  16sion du  
M E  on t  re~u une  seule in j ec t ion  i n t r a j u g u l a i r e  de L R F  syn-  
thd t ique .  Les v a r i a t i o n s  de t a u x  de L H  h y p o p h y s a i r e  et  
sdrique (en fonc t ion  du  t e m p s  et  de la dose r@onse)  
m o n t r e n t  que le L R F  cont rd le  la sdcrdt ion (la ddcharge  et  
la synth&se) du  L H  hypophysa i r e .  
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Sensitivity to Mutagens of R u m e x  a c e t o s a  Chromosomes 

D a t a  on  t h e  r a d i o s e n s i t i v i t y  of severa l  species of t he  
genus  Rumex h a v e  been  r e p o r t e d  ~. Some of these  species 
were found  to  be  h igh ly  sens i t ive  due especial ly  to  t h e i r  
large nuc leus  a n d  chromosomes .  Few  d a t a  on t h e  effects 
of chemica ls  on  such  ch r om os om es  h a v e  b e e n  r epo r t ed  so 
far. Only  a d i func t i ona l  a l k y l a t i n g  agent ,  d i e p o x y b u t a n e ,  
was  t e s t ed  2. 

On t h e  o the r  h a n d ,  severa l  au t ho r s  desc r ibed  . the  
ab i l i ty  of some chemica ls  to  b r e a k  p re fe ren t i a l ly  t h e  sex 
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Fig. 1. Effects on 6~ y- rays  on Rumex chromosomes (400 meta- 
phases analyzed at each exposure). 

ch romosomes  Of m a m m a l s ,  Since t h e  occur rence  of a 
X Y1 Y~ m e c h a n i s m  of sex d e t e r m i n a t i o n  ha s  b e e n  de-  
m o n s t r a t e d  in  Rumex acetosa 3, i t  was  wor thwi l e  ge t t i ng  
i n f o r m a t i o n  on  t h e  s ens i t i v i t y  of such  ch romosomes  to  
mu tagens .  Fo r  t h i s  reason,  we selected two  chemica l s  
well  k n o w n  for t h e i r  c h r o m o s o m e - b r e a k i n g  abi l i ty ,  
m e t h y l - m e t h a n e - s u l f o n a t e  and  me thy l -n i t r o so -u rea .  T h e i r  
effects will  be  c o m p a r e d  w i t h  those  of ioniz ing rad ia t ions .  

Material and methods. Rumex acetosa L. c u l t i v a r  'La rge  
de Bel levi l le '  was  chosen  for t he  p r e sen t  inves t iga t ion .  
K a r y o t y p e  of t h i s  species, as well  as some karyologica l  
pa r t i cu la r i t i e s ,  were p rev ious ly  descr ibed  ~. D r y  seeds 
were i r r a d i a t e d  b y  6~ y-rays  (25 ~ dose- ra te  300 k rads /h )  
a t  doses r a n g i n g  f rom 100 to  3000 rads.  M e t h y l - m e t h a n e -  
su l fona te  (MMS, E a s t m a n  Kodak)  was used a t  concen-  
t r a t i o n s  r a n g i n g  f rom 1 • 10 -~ M to  l • 10 -2 M for 3 h and  
m e t h y l - n i t r o s o - u r e a  (MNU, syn thes i zed  b y  t he  B iochem-  
ical  I n s t i t u t e  of S tockholm)  a t  c o n c e n t r a t i o n s  r a n g i n g  
f rom 5 X 10 -~ M to  5 x 10 -3 M/3 h. All t he  so lu t ions  were  
p r e p a r e d  ex t emporaneous ly .  Af te r  this ,  seeds were 
a b u n d a n t l y  washed,  t h e n  sown on mo i s t ed  f i l ter  p a p e r  in  
P e t r i  d i shes  and  i n c u b a t e d  a t  21 ~ Af te r  2 days ,  p r i m a r y  
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