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af ter  90 days of irradiat ion.  The same response in thyro id  
ac t iv i ty  was produced in 60 days post- i r radia t ion wi th  
2.4 k R  as ev ident  by 1 lal up take  (Batch 3). The  ra te  of 
reduct ion in thyro id  ac t iv i ty  was observed to be direct ly  
propor t ional  to the  increasing doses of X-rays.  The  thyro id  
ac t iv i ty  in the  specimens of ba tch  6 af ter  exposure to 
4.8 k R  was depressed v e r y  quickly  and registered an 
uptake  of only about  4% of the  to ta l  in jected dose on 
30th day pos t - t r ea tmen t  as compared  to 15% uptake  of 
sham-ir radia ted  control. Radia t ion- induced  damage  in the  
thyro id  gland his tology was reflected by  follicular a trophy,  
loss of epi the l ium and colloid and connect ive  tissue fibrosis. 
There was no significant  change in the  thyro id  follicles 
of the  specimens of ba tch  2 when compared  to controls 
ti l l  90 days after  i rradiat ion.  A slight follicular a t rophy  
was observed after  120 days of t rea tment .  Al though the  
thyro ida l  radioiodine up take  was considerably depressed 
in batches  4, 5 and 6 wi th in  30 days of t rea tment ,  signifi- 
cant  damage  in thyro id  his tology became apparen t  at  
abou t  60 days after  irradiat ion.  The appea rance  of 
histological  damage  in thyro id  gland was slower t h a n  its 
radioiodine up take  response af ter  X-irradiat ion.  I t  seems 
tha t  radioiodine uptake  tes t  for thyro id  ac t iv i ty  is more 
sensit ive than  histological  response which has also been 
advoca ted  by  FONTAI~E et al. ~1. The se rum-PBI  measure- 
ments  were also done for the  eva lua t ion  of thyro id  ac t iv i ty  
bu t  the  result  has been communica t ed  elsewhere. The  s ta te  
of ac t iv i ty  of thyro id  gland as reflected by radioiodine 
uptake  was also supported by  se rum-PBI  test.  These 
tests - thyroida l  I ~3~ up take  and se rum-PBI  for de termina-  
t ion of  thyro id  ac t iv i ty  - appear  to be more sensitive, 
quick and reliable. 

Fu r the r  exper iments  in this line are current ly  in 
progress. X- i r radia ted  specimens (frequency 2.4 to 5 kR) 
showed ve ry  l i t t le  or no response to T S H  adminis t ra t ion.  
I t  appears  t h a t  thyro id  dysfunct ion induced by  X-irradia-  
t ion is p r imary  and not  the  result  of TSFI deficiency. 
Probab ly  X-rays  basical ly interfere wi th  biological ac t iv i ty  
of epi thel ial  cells of thyro id  gland and inac t iva te  and or 
kill enzymes responsible for ini t ia t ing the t rapping  of 
circulat ing iodine and synthesis  of thyro id  hormone,  or 
cell pe rmeabi l i ty  of the  follicular cells is lost and thus  
they  are unable  to per form one of thei r  p r imary  tasks, 
i.e., to ma in ta in  ' Iodine  p u m p '  which provides  the  raw 
mater ia l  ' iodine '  required in thyro id  hormone  synthesis  ~2. 

Zusammen/assung. Eine  niedrige Dosis R6ntgens t rah len  
ffihrt zu einer m~issigen Steigerung der Rad io jodaufnahme  
in der Schilddrfise yon Mystus vittatus, w/ihrend m i t  stei- 
gender R6ntgendosis  die Rad io jodaufnahme  gehem mt  
werden konnte.  
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I n d u c t i o n  of  Obes i ty  in O b e s e - H y p e r ~ l y c a e m i c  Mice  on  N o r m a l  Food  Intake  

I t  has been alleged tha t  the  pathogenesis  of the syn- 
drome of obesi ty and hyperg lycaemia  in the  mouse differs 
f rom t h a t  of hypo tha lamic  obesity. The basic difference 
is t ha t  in the  latter,  the  regulat ion of food is deranged, 
result ing in hyperphag ia  and obesi ty (regulatory obesity), 
whereas in the  obese hyperglycaemic  mice (obob), hyper-  
phagia  is secondary to a p r imary  metabol ic  defect (metab- 
olic obesity)1, 2. The  search for this p r imary  metabol ic  
defect  has been intensive,  bu t  as ye t  unsuccessful. STAIJF- 
FACTOR et al. ~ suggested tha t  the  muscle t issue of obob 
is inherent ly  insensit ive to insulin and tha t  this insensi- 
t i v i ty  could conceivably  be causal ly re la ted to the  
deve lopment  of the  syndrome.  We confirmed the  presence 
of insulin-insensit ive muscle in obob, but  concluded t h a t  
this was secondary to obesi ty  as it  disappeared following 
reduct ion of body  weight  4. There  is also evidence sup- 
por t ing the  view t h a t  the adiposi ty  of obob precedes the  
occurrence of hyperinsul inaemia,  and hyperg lycaemia  5. 

Thus, i t  would appear  t ha t  the  obob can increase the  
mass of their  adipose tissue in the  absence of hyper-  
glycaemia,  hyperinsul inaemia,  and insulin resistance. The  
hypothesis  t h a t  t hey  can also increase i t  in the  absence 
of excessive food in take  was tes ted in the  following 
exper iment :  5 entire l i t ters consist ing of the offspring of 
mice heterozygous for the  m u t a n t  gene (Obob) were t aken  
at  weaning (21 4-2 days). They  were weighed, caged 
individual ly ,  and given Thomson ' s  ra t  diet, in pellet  
form, for 2 days. Fol lowing this, t h e y  were g iven the  
same food bu t  in powder  form, and in amoun t  s l ight ly 
less (by 0.3 g) to the mean  daily food in take  of lean mice 
of the  same age and sex. Unea ten  food, if any, was 

measured daily and thus the  daily food in take  for each 
mouse was determined.  

There were no visibly obese animals  at  the  s tar t  of the 
exper iment .  However ,  by  about  the  second mon th  of 
age, 4 out  of the  37 animals  had the  typica l  appearance 
of obob, despite the fact  t ha t  their  body-weights  did not  
differ s ignificantly f rom tha t  of the remaining 33 animals.  
The  use of the  b inomial  theorem demons t ra ted  t h a t  there  
was no signif icant  difference between actual  and expected 
number  of obob in each l i t ter  and in the  5 l i t ters  combined 
(p > 0.05). Dur ing the  exper imenta l  period in which food 
intake was controlled, the  body  weight  gain of these 4 
animals  exceeded tha t  of the  remaining 33 by 48% 
(p < 0.001), despite the  fact  t ha t  their  food in take  was 
identical. (Figure). 

After  this period, all animals  were allowed to have  
free access to food for a fur ther  2 months  during which 
t ime  their  body  weight  increased s teeply to reach a new 
plateau.  By  the  end of this  period the  difference between 
lean and obese animals '  body weight  had  doubled (Figure). 

This exper iment  demonst ra tes  t h a t  the  body weight  
of mice homozygous  for the  obese gene (obob) and t h a t  
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of p h e n o t y p i c a i l y  n o r m a l  mice  (ObOb or Obob) are  signi- 
f i can t ly  d i f fe ren t  even  w h e n  the i r  food i n t a k e  is ident ical .  
The  fac t  t h a t  obob can  b e c o m e  obese even  in t he  absence  
of excessive food i n t a k e  suggests  t h a t  t he  h y p e r p h a g i a  
of t h e  obob c a n n o t  a c c o u n t  en t i r e ly  for t h e i r  obesi ty .  
O t h e r  c o n t r i b u t i n g  fac tors  could be  a n  increase  in t he  
useful ene rgy  of food cap tu red ,  a decrease  in t h e  energy  
expend i tu re ,  or bo th .  

B u t  if obob can  become  obese  b y  such  m e a n s  a n d  w i th  
n o r m a l  food in take ,  w h y  are t h e y  h y p e r p h a g i c  ? An  
answer  to  t h i s  ques t ion  is d i f f icul t  unless  one pos tu l a t e s  
a gene t ica l ly  p r e d e t e r m i n e d  level  of s to red  ene rgy  or 
ad ipose  t i ssue  mass,  i.e., t h e  L ipos t a t i c  t h e o r y  of obes i ty  6. 
I n  th i s  con tex t ,  t h e  h y p e r p h a g i a  of t h e  obob is on ly  one 
m e a n s  b y  wh ich  t he  a n i m a l  m a y  ach ieve  t he  gene t ica l ly  
d e t e r m i n e d  mass  of adipose  t issue.  I t  is conce ivab le  t h a t  
t h e  muscle  resis tance3,  4 a n d  t he  hyper insu l in i sm~,  s of 
these  a n i m a l s  are  f u r t h e r  m e a n s  to  t h e  s ame  end. 

The  d a t a  of VA~ PUTTEN, VAn BEKKUM and  QISERIDO 9 
a n d  those  of HAN~0, showing  g rea te r  t h a n  n o r m a l  depo- 
s i t ion  of f a t  in  an im a l s  w i t h  h y p o t h a l a m i c  lesions despi te  
n o r m a l  food in take ,  are  in  keep ing  w i t h  t he  p re sen t  
f indings.  Also, LIEBELTll, work ing  w i t h  goldthioglucose-  
in j ec ted  ra ts ,  conc luded  t h a t  t he  dispersed fa t  o rgans  are 
i n t e g r a t e d  in to  ' t he  adipose  t i ssue  mass '  a n d  t he  l a t t e r  
inf luences  t he  r egu la t i on  of food intakeX~ 

Thus ,  in  b o t h  t h e  obese hype r g l ycaem i c  mice  (me tab -  
olic obesi ty)  a n d  in an ima l s  w i t h  h y p o t h a l a m i c  lesions 
( regu la to ry  obesi ty) ,  h y p e r p h a g i a  m i g h t  be seconda ry  

to an  a l t e r a t i on  of the  homoeos t a t i c  tevel  of ' ad ipose  
t issue mass ' .  

Zusammen/assung. Nachweis ,  dass  bei  e inem M~Luse- 
s t a m m ,  welcher  eine gene t i sch  bed ing t e  F e t t s u c h t  auf-  
weist,  die F e t t s u c h t  s u c h  bei  N a h r u n g s e i n s c h r / i n k u n g  
auf t r i t t ,  w e n n  diese Tiere h o m o z y g o t  sind, dies im Gegen-  
sa tz  zu h e t e r o z y g o t e n  Tieren.  D a r a u s  g i r d  der  Sctrluss 
gezogen, dass  diese F e t t s u c h t  n i c h t  p r i m e r  a l iment / i t ,  
sonde rn  d u t c h  e inen genet ischen,  m e t a b o l i s c h e n  Defek t  
bed ing t  ist. 
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I n h i b i t i o n  of  O v a r i a n  C o m p e n s a t o r y  H y p e r t r o p h y  b y  I m p l a n t s  of  A t r o p i n e  in t h e  H y p o t h a l a m n s  

The  i n h i b i t i o n  of o v u l a t i o n  in t he  r a t  b y  sys temic  
in jec t ions  of a t rop ine  1 as well  as h y p o t h a l a m i c  local 
i m p l a n t a t i o n  2 sugges t  t he  p a r t i c i p a t i o n  in t h e  con t ro l  
of fo l l icu lo t rophic  release of a m i d b r a i n  h y p o t h a l a m i c  
chol inergic  s y s t e m  re la t ed  to  t he  con t ro l  of d i f fe ren t  
v e g e t a t i v e  func t ions  3. 

K n o w i n g  t h a t  h e m i c a s t r a t i o n  in t he  r a t  gives rise to  
ova r i an  h y p e r t r o p h y  as a resu l t  of increased gonado-  
t r oph i c  release, we used  th i s  p rocedure  in  order  to  s t u d y  
t he  i n h i b i t o r y  ac t ion  of a t ropine .  

The  e x p e r i m e n t s  were car r ied  ou t  on  a lb ino  ra t s  of our  
s t r a in  weighing  150-200 g a n d  h a v i n g  h a d  a t  leas t  3 


