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p reop t i c  a rea  and  t he  h y p o t h a l a m u s  are r e l a t ed  to  the  
l imbic  s y s t e m  of t he  t e l encepha lon  b y  t he  med ia l  fore- 
b r a i n  b u n d l e  and  the  s t r ia  te rmina l i s ,  and  t he  h a b e n u l a  
is connec t ed  w i t h  t he  l imbic  sys t em b y  t he  s t r i a  medul -  
laris. The  a rea  in which  the  m o n o a m i n e  oxidase  ac t i v i t y  
is s t r ong ly  pos i t ive  shows a weak  reac t ion  of succinic  
d e h y d r o g e n a s e  p a r t i c i p a t i n g  in aerobic  resp i ra t ion .  

This  is s imi la r  to  the  resu l t s  o b t a i n e d  in  ch ick  e m b r y o  ~ 
b y  the  p r e sen t  au tho r s  in  t h a t  t he  a c t i v i t y  of m o n o a m i n e  
oxidase  me tabo l i z ing  t he  chemica l  t r a n s m i t t e r s  as ca te-  
cho lamines  a n d  se ro ton in  is i n t ense ly  revea led  in t he  
l imbic  sys tem,  p reop t ic  a rea  and  h y p o t h a l a m u s ,  wh ich  
p l a y  a n  i m p o r t a n t  role in  t he  v iscera l  func t ions  of t he  
r ep t i l i an  bra in .  The  p r e s en t  d a t a  c an  be used to exp la in  
c lear ly  t he  d i s t r i b u t i o n  of m o n o a m i n e  oxidase  in t he  
m a m m a l i a n  fo rebra in  8. 

de r  Sch i ldk r6 t en  ausgef i ihr t .  Die M o n o a m i n o x y d a s e -  
r eak t i on  is t  in  d e n  v i sce ra len  Abte i lungen ,  d e m  l imbi-  
schen  Sys tem,  Area  p r eop t i ca  u n d  H y p o t h a l a m u s  s ta rk ,  
w/ ih rend  die S u c c i n o d e h y d r o g e n a s e r e a k t i o n  i m  Neos t r ia -  
turn ,  P a l e o s t r i a t u m  und  Nucleus  r o t u n d u s  des T h a l a m u s  
dorsa l i s  st~irker zu sein schein t .  Die Be fnnde  lassen die 
V e r t e i l u n g e n  der  E n z y m a k t i v i t / i t  im  kompl iz i e r t  gebau-  
t e n  V o r d e r h i r n  der  S~tuger be f r i ed igend  erkl~iren. 

H. MASAI, T. KUSUNOKI, 
a n d  H. ISHIBASHI 

Department o/Anatomy, Yokohama City University 
School o/Medicine, Yokohama (Japan), 
April 29, 1966. 

Zusammen/assung. Ausgehend  v o m  V o r d e r h i r n  der  
Rep t i l i en  als s chema t i s che r  T y p u s  fiir Sgugerverh~iltnisse,  
w u r d e n  h i s tochemische  U n t e r s u c h u n g e n  von  Mono-  
a m i n o x y d a s e  und  Succ inodehydrogenase  im V o r d e r h i r n  

2 H. MASAI, T. J~USUNOKI, and H. ISHIBASHI, Experientia 21, 572 
(1965). 

3 p. H. HASmMOTO et al., Med. J. Osaka Univ. 12, 425 (1962). 

I n c o r p o r a t i o n  of a M e t a b o l i c a l l y  I ne r t  A m i n o  
A c i d  i n t o  the  C e n t r a l  N e r v o u s  S y s t e m  

As p a r t  of a more  genera l  s t u d y  of t he  d i s t r i b u t i o n  of 
va r ious  a m i n o  acids b e t w e e n  p lasma,  ce rebrosp ina l  f lu id  
a n d  ne rvous  p a r e n c h y m a ,  we h a v e  employed  a -amino  
i sobu ty r i c  acid (AIBA) as r e p r e s e n t a t i v e  of an  i n e r t  
amino  acid wh ich  is n o t  m e t abo l i z ed  b y  t he  ne r vous  tis-  
sue. I n  th i s  way,  o t h e r  me tabo l i c  fac tors  wh ich  m i g h t  
modi fy  t he  basic  m e c h a n i s m s  of t r a n s p o r t  of amino  acids 
were e l imina ted .  

S tudies  re la ted  specif ical ly to  A I B A  in i ts  r e l a t ionsh ip  
b e t w e e n  b lood and  n e r vous  s y s t e m  in  vivo,  are those  of 
KUTTNER et  al. 1 a n d  GORDON et  al. 2 who  p o s t u l a t e d  t he  
ex is tence  of ac t ive  t r a n s p o r t  m e c h a n i s m s  capab le  of con-  
c e n t r a t i n g  t he  amino  acid in t he  b r a i n  up  to va lues  twice  
i t s  p l a s m a t i c  level  in  a lapse  of 20 h. Th i s  process  is more  
r e s t r i c t ed  t h a n  for l iver  or k idney.  I n  these  s tud ies  a 
single in j ec t ion  of the  a m i n o  acid was given,  and  t i ssue  
c o n c e n t r a t i o n  w a s  d e t e r m i n e d  s i m u l t aneous l y  w i t h  b lood 
levels a t  d i f fe rent  in te rva l s .  The  t i ssue  c o n c e n t r a t i o n  of 
a n  in jec ted  s u b s t a n c e  is t he  resu l t  of complex  processes 
such  as r a t e s  of inf lux,  local  m e t a b o l i s m  a n d  efflux. In  
t he  case of A I B A ,  t he  i m p o r t a n t  m e t a b o l i c  f ac to r  is 
e l imina t ed  as a cause  of va r i a t ion ,  b u t  t he re  sti l l  r e m a i n  
those  conce rned  w i t h  t he  e n t r a n c e  and  o u t p u t  of t he  
compound .  I n  the  bra in ,  t he  exis tence  of t he  b lood -b ra in  
barr ier ,  wh ich  also appea r s  ope ra t ive  for th i s  amino  acid 1, 
is a n o t h e r  fac to r  which  inf luences  t he  k ine t ics  of passage  
in b o t h  d i rec t ions  (en t rance  and  efflux). I n  such  condi-  
t ions ,  t he  b lood va lues  could  decay  a t  a r a t e  d i f fe rent  to  
t h a t  in  t he  t issues,  c o n s e q u e n t l y  t he  k ine t ics  of p e n e t r a -  
t i on  a n d  t h e  r e s u l t a n t  t i ssue  c o n c e n t r a t i o n  could  be  b e t t e r  
app rec i a t ed  if s t e a d y  levels in  t he  p l a s m a  c o m p a r t m e n t  
were m a i n t a i n e d  t h r o u g h o u t  t he  e x p e r i m e n t a l  per iod.  
This approach has been used by IREDDY and KINSEY 8 to 
study AIBA transport from blood to ocular fluids and 
lens, and it was also followed in the present work. 

]Vf aterials and methods. U n a n a e s t h e t i z e d  a d u l t  r abb i t s ,  
2-3  kg in weight ,  were used t h r o u g h o u t .  The  A I B A  solu- 

t i on  was infused  in to  t he  ear  ve in  du r ing  120 rain  b y  
m e a n s  of a n  infus ion  p u m p  w i t h  a d j u s t a b l e  speed. The  
r a t e  of in fus ion  was a d j u s t e d  a f t e r  p r e l i m i n a r y  t r ia ls  to  
m a i n t a i n  t h e  amino  acid p l a s m a  a t  a c o n s t a n t  level. 
B lood  samples  were t a k e n  f rom t h e  ve in  of t h e  o the r  ear  
or occas ional ly  f rom the  h e a r t  a f t e r  6, 15, 30, 60, 90 and  
120 min.  E x p e r i m e n t s  in  wh ich  a n y  sample  showed  more  
t h a n  20% d e v i a t i o n  over  t he  m e a n  va lues  of t he  series 
were discarded.  B o t h  k idneys  were r e m o v e d  in 2 pre-  
v ious ly  a n a e s t h e t i z e d  animals ,  a n d  t h e n  a single in t ra -  
venous  A I B A  in jec t ion  was given.  I n  th i s  way  i t  was 
possible  to  m a i n t a i n  s t e a d y  levels of A I B A  in the  blood 
for longer  periods.  Af te r  25 h t he  r a b b i t s  were killed and  
t h e  A I B A  of t h e  t issues u n d e r  s t u d y  was  de t e rmined .  

1-14C-c~-amino i sobu tyr ic  acid,  4.6 m c / m M  (Calbiochem) 
a t  a c o n c e n t r a t i o n  of 1 # c / m l  was used. On occasion 12C- 
A I B A  was a d d e d  as carrier .  The  A I B A  d e t e r m i n a t i o n s  
were car r ied  ou t  in p lasma,  ce rebrosp ina l  f luid (CSF), 
aqueous  a n d  v i t r eous  h u m o r ,  b ra in ,  sp ina l  cord, and  
muscle.  A t  t he  end  of the  in fus ion  period,  t he  a n i m a l  was 
a n a e s t h e t i z e d  a n d  CSF  was col lected b y  c is te rna l  punc-  
ture .  Aqueous  h u m o r  was t a k e n  b y  p u n c t u r e  of b o t h  
eyebal ls ;  t h e n  t he  eyes were enuc l ea t ed  to  o b t a i n  t he  
v i t r eous  h u m o u r  4. The  r a b b i t  was  d e c a p i t a t e d  and  t he  
b r a i n  f rom the  t e n t o r i u m  cerebel l i  I r o n t w a r d s  was re- 
moved .  The  t i ssue  was c o n v e n i e n t l y  d i s in t eg ra t ed  in a 
P o t t e r - E l v e h j e m  homogen ize r  w i t h  a m i x t u r e  of T r i t on  
X-100 and  to luene  (1:2). Spina l  cord  and  muscle  were 
sub jec t ed  to t he  same t r e a t m e n t  a n d  w i t h  t he  biological  
f luids were p r e p a r e d  for sc in t i l l a t ion  c o u n t i n g  in a Tri-  
Carb  l iquid sc in t i l l a t ion  spec t rome te r .  

1 R. KUTTNER, J. A. SIMS, and M. W. GORDON, J. Neurochem. 6, 311 
(1961). 

2 M. W. GORDON, J. A. SIMS, R. K. HANSON, and R. E. KUTTNER, 
J. Neurochem. 9, 477 (1962). 

3 D. V. N. REDDY and V. E. KINSEV, Invest. Ophthal. 1, 41 (1962). 
4 L. BITO and H. DAVSON, Expl Eye Res. 3, 283 (1964). 
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Results. I n  T a b l e  I i t  c an  be  seen t h a t  t h e r e  is a res t r ic -  
t i on  for  t he  i n c o r p o r a t i o n  of A I B A  in t h e  n e r v o u s  t i ssue ,  
t h u s  c o n f i r m i n g  a b a r r i e r  effect  b e t w e e n  b lood  a n d  t h e  
c e n t r a l  n e r v o u s  s y s t e m .  T h e  v a l u e s  for  m usc l e  are 3 to  4 
t i m e s  h i g h e r  t h a n  t h o s e  for  b ra in ,  w h i c h  could  give  a 
q u a n t i t a t i v e  a p p r e c i a t i o n  of t he  b l o o d - b r a i n  b a r r i e r  if t h e  
musc l e  is t a k e n  as  r e p r e s e n t a t i v e  of t h e  e x t r a  n e u r a l  t i s sue  
i n t e r r e l a t i o n s  fo r  t h e  a m i n o  acid s tud ied .  T h e  v a l u e s  for  
C S F  a re  lower  t h a n  t h o s e  fo r  t h e  n e r v o u s  p a r e n c h y m a ,  
w h i c h  m e a n s  t h a t  t h e  b l o o d - C S F  b a r r i e r  is s t r o n g e r  for  
A I B A  t h a n  the  b l o o d - b r a i n  t i s sue  bar r ie r .  T h e  C S F  p re -  
s en t s  s o m e  s imi la r i t i e s  w i t h  t he  a q u e o u s  h u m o r ,  espec ia l ly  
in r e l a t i on  to  i ts  p r o d u c t i o n  a n d  d ra inage .  T h e  c o m p a r i -  
son  of  t he  p e n e t r a t i o n  of  A I B A  in to  b o t h  f luids  s h o w s  
t h a t  t h e r e  is a r e s t r i c t i o n  for  t h e  p a s s a g e  i n to  t h e  C S F  in 
r e l a t i on  to  t he  ocu l a r  fluid. T h e  va lues  o b t a i n e d  for  t h e  
ocu la r  f luids  are  in a c c o r d a n c e  w i t h  t hose  of REDDY a n d  
KINSEu 3. I n  2 n e p h r e c t o m i z e d  a n i m a l s  t h e r e  is a d r o p  in 
t he  b lood  va lue s  of t h e  a m i n o  acid, b u t  a f t e r  a p p r o x i -  
m a t e l y  5 h t he  decrease  is m u c h  s lower  a n d  t h e  m e a n  
b lood  v a l u e  f r o m  5 h on  can  be  t a k e n  as t h e  s t e a d y  con-  
c e n t r a t i o n  level (4- 15%) d u r i n g  the  las t  20 h of t h e  ex-  
p e r i m e n t .  25 h a f t e r  t h e  in jec t ion ,  A I B A  a t t a i n s  equil i -  

b r i u m  in t h e  b r a i n  in r e l a t i o n  to  b lood  va lue s  in one  
an ima l ,  whi le  in t h e  o t h e r  a low c o n c e n t r a t i v e  p roces s  is 
a p p a r e n t .  T h e  b a r r i e r  p h e n o m e n o n  in b r a i n  is e v i d e n t  in 
c o m p a r i s o n  w i t h  muscle ,  in  w h i c h  t h e  p roces s  of concen-  
t r a t i o n  r eaches  a va lue  of  2.4 fo r  t h e  m u s c l e / p l a s m a  r a t i o  
in t he  25 h per iod .  F o r  a q u e o u s  a n d  v i t r e o u s  h u m o r  t h e  
v a l u e s  a re  in a c c o r d a n c e  w i t h  t h o s e  of REDDY a n d  KIN-  
SEY 3 for  24 h. 

Discussion. O u r  r e su l t s  s h o w  t h a t  in t he  c e n t r a l  n e r v o u s  
s y s t e m  t h e r e  ex i s t s  a r e s t r i c t i o n  to  t h e  p a s s a g e  of A I B A  
f r o m  b lood  w h e n  c o m p a r e d  w i t h  musc l e  a n d  for  C S F  in 
r e l a t i on  to  a q u e o u s  h u m o r .  

I n  one  e x p e r i m e n t ,  t h e  r a t e  of d i s a p p e a r a n c e  of A I B A  
f r o m  b lood  a f t e r  a s ingle  i.v. i n j ec t ion  w a s  m e a s u r e d .  
A f t e r  120 m i n  t h e  b lood  v a l u e s  were  20% of t h e  ini t ia l  
c o n c e n t r a t i o n .  T h e  b r a i n  a n d  sp ina l  cord  were  r e m o v e d  
f r o m  th i s  a n i m a l  to  d e t e r m i n e  t h e  A I B A  t i s sue  levels  in 
t h i s  cond i t ion .  T h e  t i s s u e / p l a s m a .  100 ra t io ,  ca l cu la t ed  
w i t h  the  p l a s m a  va lue  a t  120 min ,  g ives  a va lue  of  20.0 
( b r a i n / p l a s m a  �9 100 = 21.7; sp ina l  c o r d / p l a s m a  �9 100 
= 18.4). T h i s  va lue  is a p p r o x i m a t e l y  twice  t h a t  o b t a i n e d  
w h e n  s t e a d y  levels  are m a i n t a i n e d  in b lood.  U s i n g  on ly  
t h e  120 m i n  b lood  level, t h e  r a t i o  is s imi la r  to  t h a t  p re -  

Table I. Tissue/plasma �9 100 and fluid/plasma. 100 ratios for 0c-amino isobutyric acid (A[BA) after 120 min of steady blood offer 

Brain Spinal Cerebrospinal Muscle Aqueous Vitreous humor 
cord fluid hmnor 

Anterior Posterior 

14.4 12.4 7.7 - 45.1 6.0 5.4 
10.3 7.4 3.7 36.3 41.1 - 
9.7 ~ 11.1 3.5 40.8 56.7 - - 

10.6 ~ 6.5 3.7 45.0 - 5.8 2.7 
12.0 - 6.0 53.6 39.5 4.8 2.0 
14.4 �9 16.0 9.0 28.8 30.4 5.2 2.8 

11 .9•  h 10 .7~1.9  5 . 6 ~ 1 . 0  40 .9~4 .6  42 .6•  5 .4 •  3 . 2 i 0 . 9  

The values refer to the water volume of each compartment: brain 78}/o; spinal cord 66% 5; cerebrospinal and ocular fluids 99% 8; plasma 
94% 7; muscle 75% (average of 6 determinations). Each horizontal line corresponds to one animal. ~ In these experiments 1-14C-AIBA was 
infused with 1~C AIBA 1M as carrier, obtaining an AIBA plasmatic level between 10 and 15 mM throughout the experimental period. 
No saturation effect was observed with respect to the values without carrier, u Mean • standard error. 

Table II. Radioactivity and tissue/plasma �9 100 ratios of AIBA after 25 h of its injection in 2 nephrectomized rabbits ~ 

Plasma Brain Spinal CSF Muscle Aqueous Vitreous humor 
cord humor Anterior Posterior 

Rabbit 5 rain 12.5 
No. 1 6 h  | 4.0 

19 h 3.7 I (3.7) 4.5 3.5 0.7 9.2 1.5 0.6 0.5 
25 h 3.5 J 

tissue/plasma. 100 121.6 94.4 18.9 248.6 40.5 16.2 13.5 
(108.0) 

Rabbit 
No. 2 

5 rain 15,5 
5h  5.9} 
9 h  5.1 

19 h 4.8 (5.1) 
25 h 4.7 

tissue/plasma - 100 

7.9 7.6 1.3 12.0 3.6 1.5 1.4 

154.9 149.0 25.5 235.3 70.6 29.4 27.4 
(151.5) 

Values represent radioactivity in counts �9 103/min/ml referred to the water content of each tissue. Values in parenthesis are means of the 
data of the respective column. 
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sen ted  by  KUTTNER et  al. z. I t  is possible t h a t  the  kinet ics  
of efflux of A I B A  from the  cent ra l  nervous  sy s t em is 
slower t h a n  i ts  ent rance ,  in which  case it could give the  
impress ion  of a concen t ra t ive  process when  the  p lasmat ic  
levels are falling. This  t y p e  of effect can also be appre-  
c ia ted for t h iocyana t e  z0. Af ter  single in t raper i tonea l  
inject ion of A I B A  it  was shown t h a t  the  p lasma  levels 
decrease rap id ly  s,9. 

The A I B A  levels in tile CSF are lower t h a n  in the  
aqueous  humor ,  indica t ing  a s t ronger  barr ier  effect  for t he  
b lood-CSF p e n e t r a t i o n  t h a n  for t h a t  of t he  blood-  
aqueous.  In  the  eye, the  barr ier  effect  is obscured by  the  
concen t ra t ive  process  of A I B A  by  the  lens 8-zl, and  i t  is 
possible t h a t  the  aqueous  levels of A I B A  are a ref lect ion 
of the  l ens -humor  relat ions super imposed  on the  p lasma-  
h u m o r  equi l ibr ium 12. 

Rdsumd. Le passage de l 'acide e-amino i sobut i r ique  
(AIBA) du sang vers  le syst~me ne rveux  cent ra l  a 6t6 
6tudi6 en s i tua t ion  consta l l te  des n iveaux  sanguins.  Un  
ph6nom~ne de barri~re h6ma to -ne rveux  est  rendu  6vident  

par  r ap p o r t  aux autres  t issus.  On n ' a  pas  observ6 d 'aceu-  
mula t ion  de l 'acide amin6 au-dessus des n iveaux sanguins  
apr~s une p6riode de 25 h. 

E.  L~vIN 

Departamento de Ouimica Biologica, Facultad de 
Farmacia y Bioqulmica, Buenos Aires 
(Argentina), January  77, 7966. 

5 Co R. KLEEMAN, H. DAVSON, and E. LEVlN, Am. J. PhysioL 203, 
739 (1962). 

6 H. DAVSON~ Physiology of the Ocular and Cerebrospinal Fluids 
(Churchill, London 1956), p. 62. 
T. R. RIGGS and L. M. WALKER, J. biol. Chem. 233, 132 (1958). 

8 T. R. Rm~s and L. M. WALKER, J. biol. Chem. 235, 3603 (1960). 
9 H. 2q. CHRISTENSEN, A. J. ASPEN, and E. G. RICE, J. biol. Chem. 

220, 287 (1956). 
is j .  j .  BERNSTEIN and E. STREICItER, Expl NeuroI. 71,464 (19651. 
11 D. V. N. REDDu and V. E. KINSEY, Invest. Ophthal. 2, 237 (1963). 
12 This work was performed at the Department of Ophthalmology, 

University of Louisville, USA. - The author acknowledges the 
stimulating discussions and advice of Dr. H. DAVSON, as well as 
the assistance of Dr. L. Blro. 

Inves t igat ions  on the Effects of Chronical ly  
Admin i s t ered  S m a l l  A m o u n t s  of D D T  in Mice 

Owing to  the  re la t ive chemical  s tab i l i ty  and cumula t ive  
p r o p e r t y  of D D T  (p,p'-dichlor-diphenyl-trichlorethane) 
the  ques t ion  p e r m a n e n t l y  arises as to whe the r  t he  long- 
t e r m  presence  of D D T  in the  organism is injurious to 
hea l th  or not.  I n  connec t ion  wi th  this  quest ion,  the  Ex-  
pe r t  Commi t t ee  of F A O - W H O  ~, among  others,  found  the  
s t u d y  of the  possible b las tomogenic  effect  of DDT to be 
of great  impor tance .  

Our inves t iga t ions  on the  harmfu l  effects of D D T  were 
s t a r t ed  in 1963. The plan of work  was to give oral ly smal l  
amoun t s  of D D T  to animals  of a genet ical ly  isogenous 
species for several  generat ions .  

Experimental.  F r o m  the  In s t i t u t e ' s  inbred  B A L B / c  
mice strain,  15 b igamous  families were selected as P 
generat ion.  These  families were kep t  toge the r  for 6 
months .  F r o m  the  descendan t s  of each P genera t ion  
again 15 b igamous  families were selected as F 1 generat ion.  
The breeding  of fu r the r  genera t ions  was carried out  
similarly.  The animals  selected dur ing the  6 m o n t h  breed-  
ing periods were kep t  isolated according to  sex and  
generat ion.  F r o m  Ju ly  1963 t i l l  Augus t  1965, the  breeding  
of 5 mouse genera t ions  had  been  accomplished.  Unt i l  th i s  
t ime  the  exper imen t s  were pe r fo rmed  wi th  a to ta l  of 3766 
mice (1797 exper imen ta l  animals,  Group 1; and 1979 
controls,  Group 2). In  Sep t ember  1965 we isolated 1089 
mice: 683 animalg or ig ina ted  f rom Group 1, and  406 
animals  f rom Group 2. In  b o t h  groups, males and females  
of the  5 genera t ions  were r ep resen ted  a p p r o x i m a t e l y  in 
the  same ratio.  

Bo th  mouse  groups  received the  same feed and  t ap -  
wa te r  ad l ibi tum.  Tile chow of the  2 groups differed only  
in the  D D T  con ten t .  To t h a t  of Group 1, 2.8-3.0 p p m  
DDT was mixed  homogeneously ,  whereas  to  t h a t  of 
Group 2, no D D T  was added.  In  the  diet  of Group 2, D D T  
was found in a m o u n t s  of 0.2-0.4 p p m  as unavo idab le  
con tamina t ion ,  since a t  p re sen t  t he  na tu ra l  c o m p o n e n t s  
of feed conta in  D D T  t races  all over  the  world.  Thus  the  
animals  of Group 1 consumed  on the  average 0.3-0.6 mg  

of DDT/kg  body  weight  (the equiva len t  of 1/500 to 1/100 o 
of the  oral LDs0), and those  of Group 2 0.03-0.05 mg. 

The D D T  co n t en t  of t he  d ie t  was regular ly  supervised 
by  the  me t h o d  of SCHECHTER and HALLER 2 and t h a t  of 
KovXcsS. In  the  organs of the  mice, D D T  de te rmina t ion  
was per fo rmed  by  the  same methods .  

Fo r  the  de t e rmina t ion  of the  e ry th rocy te  and leucocyte  
coun t  and  the  hemoglobin  co n t en t  of the  blood, for the  
p repa ra t ion  of the  per iphera l  blood picture,  blood was 
t a k e n  f rom the  tai l  vein  of t he  animals.  The  bone  mar rows  
were ob ta ined  f rom the  femurs.  All animals  were subjec ted  
to biopsy. 

Fo r  supervis ion of the  isologous homogene i ty  of our 
BA L B/ c  s train,  the  me t h o d  of skin graf t ing  was used. 

Results. During  the  exper iment ,  s t a r t ed  in October  
1965, in several  animals  of t he  expe r imen ta l  group hema-  
tologieaI d isorders  resembl ing  leukemia  were observed.  
La te r  on, ma l ignan t  t umours  of d i f ferent  localization and  
s t ruc tu re  also appeared.  

Table  I shows t h a t  in t he  exper imenta l  group of 684 
mice, 24 animals  (3.51%) developed leukemia and 37 
(5.41%) developed tumours .  A t  the  same t ime ma l ignan t  
disorders  could be observed only  in 5 (1.22%) of 406 con- 
t ro l  animals.  In  Tables  I and  I I  i t  can  be seen t h a t  cases 
of leukemia  as well as t u mo u r s  were of very  d i f ferent  
origin and s t ructure .  According to Table  I I I ,  ma l ignan t  
processes in t he  exper imen ta l  group developed main ly  in 
tile animals  of the  F 4 and F 5 generat ions.  

The D D T  co n t en t  of f a t t y  t issue of the  animals  in 
Group 1 and  Group 2 was 7.0-11.0 mg/kg  and 1.8-2.2 
mg/kg  respect ively.  

Discussion. Eva lua t ing  our  results,  i t  is necessary  to 
men t ion  t h a t  in BALB/c  mice spon taneous  leukemia is 
unknown.  BA L B/ c  mice are, however ,  susceptible to 
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