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hen gibt  (Figur  3). E ine  ganz anMoge Charge-Transfer-  
Bande  1/tsst sich auch durch  eine ~Vechselwirkung von  
5, 6, 7, 8-Tetrahydrofolsgure  m i t  Chloranil  beobachten.  Im  
Fal le  der N-Phthaloyl -DL-glutamins~ure  wiirde die Ph tha l -  
im id s t ruk tu r  als Akzep to r  anzunehmen  sein. 

Diese t3efunde lassen es m6glich erscheinen, dass die 
t e ra togene  Wi rkung  des Tha l idomid  auI eine "Wechsel- 
wi rkung  der  als Metabol i t  au f t r e t enden  N-Ph tha loy l -  
glutaminsi ture  (bzw. ihrer  Amide)  mi t  FolsAure oder  
Tetrahydrofols i iure  zuri ickzufi ihren ist. 

Experimentelle Angaben. 1. Solubi l isat ionsversuche.  E in  
Oberschuss yon  Folsgure  ( 4 0 m g ;  fiir b iochemische  
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Fig. 3. Charge-Transfer-Banden der Komplexe Fols~ure-Chloranil(I) 
und Tetrahydrofols~ture-Chloranil (II). Kurve III: Extinktion der 
Fols~iure. Kurve IV: Extinktion der 5,6,7,8-Tetrahydrofolsiiure. 
Konzentration an FolsAure bzw. Tetrahydrolols~ure in allen F~illen 
5,0 x 10-SM. Konzentration an Chloranil 5,0 × 10-2M. L6sungs- 
mitteh N, N-Dimethylformamid. 

Zwecke, Merck) wurde  mi t  0; 3; 5 ; 6, 66; 8 und 10 × 10 -~ M 
L6sungen yon N-Phthaloyl-I)n-glutamins~Lure in getrock-  
ne tem Dioxan  (Merck) 3 h bei 20 °C ( +  0,1 °) geschii t tel t .  
Die  ersten 5 ml  des F i l t r a t s  wurden  verworfen.  In  10 rnl 
des F i l t r a t s  wurde  in e inem 25-ml-K61bchen die FolsSmre- 
menge  nach  Spal tung,  Diazo t ie rung  und Kupp lung  der  
en t s t andenen  N-(4-Aminobenzoyl) -glutaminsi ture  photo-  
met r i sch  bei  550 n m  b e s t i m m t  14. 

I m  Fal le  der  Solubi l isat ion der  N-(4-Aminobenzoyl)-L-  
g lutaminsi iure  wurde  un te r  Verwendung  von  300 mg  
N-(4-Aminobenzoyl)-n-glutamins~iure i n  gleicher Weise  
verfahren.  2 ml  einer Verdf innung des F i l t ra t s  (5: 1000) 
werden  in e inem 25-ml-Kolben diazotiert ,  gekuppel t  x5 
und die E x t i n k t i o n  nach 10 min  bei 550 n m  bes t immt .  

2. Charge-Transfer-Bande.  Die Charge-Transfer -Banden  
yon  Folsi iure bzw. Tetrahydrofols i iure  m i t  Chlorani l  wur-  
den in der  Weise erhalten,  dass gleiche Teile  yon  L6sungen 
der  FolsAure bzw. Tetrahydrofols l ture  (1 × 10-2AI) und 
Chlorani l  (1 × 10-ZM) in N , N - D i m e t h y l f o r m a m i d  30 bis 
60 rain nach  der  Mischung gemessen wurden.  Als Referenz 
diente  eine g le ichkonzentr ier te  Chloranil-L6sung. 

Summary. W i t h  the  add i t ion  of N-phthaloyl-DL- 
g lu tamic  ac id ,  a me tabo l i t e  of tha l idomide,  t he  solubi l i ty  
of folic acid rises owing to greater  complexi ty .  These  
results could explain the tera togenic  effect  of tha l idomide .  
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Chronic Ingestion of Rubidium without Toxicity: 

R u b i d i u m  z has been found to  a l ter  the  E E G  and be- 
hav io r  of monkeys  2. On the  basis of these  and o ther  
observat ions,  as well  as analogous effects w i th  l i th ium,  
i t  has  been suggested t h a t  rub id ium m i g h t  h a v e  thera-  
peut ic  appl ica t icn  in the  affect ive  disorders of humans .  
Since such an appl ica t ion  migh t  require  long- te rm inges- 
t ion of rubidium,  i t  was impe ra t i ve  to de te rmine  the  
effect  on animals  of  chronic rub id ium ingestion. There  are 
several  reports3-~ indica t ing  t h a t  r epea ted  adminis t ra-  
t ion of rub id ium to animals  f requen t ly  ends in convul-  
sions and death .  The  observat ions  repor ted  in this  paper  
demons t r a t e  the  condi t ions  under  which  ra ts  can  be  
main ta ined  for at  least  3 generat ions  while  chronical ly  
ingest ing rub id ium v ia  the  dr inking  wa te r  w i thou t  
deleter ious effects on heal th .  

Materials and methods. Sprague-Dawley  rats,  fed a 
normal  Teklad  chow, were g iven as the i r  only  source of 
dr inking  wa te r  a solut ion conta in ing  10 mmoles  each of 
RbC1 and KCI per  1 of dist i l led wa te r  (group Rb  + K). 
A control  group was s imilar ly  supplied wi th  a dr inking  
water  conta in ing  20 mmoles  per  1 of KC1 (group K + K). 
Both  groups were s tar ted  on this  wa te r  i m m e d i a t e l y  
af ter  weaning. The  dr ink ing  wa te r  was kep t  cons tan t  
in composi t ion for 3 generat ions,  except  as noted  below. 

Some animals  f rom each group were  re ta ined  for 
breeding. The  resul t ing p rogeny  were bred and became 

Implications for Human Therapy 

in t u rn  the  source of a 3rd generat ion.  All of the  fol lowing 
da ta  refer to the  3rd generat ion.  Some of the  3rd genera-  
t ion were supplied wi th  normal  dr inking wa te r  af ter  
weaning;  the  remainder  were cont inued on the  (Rb + K) 
or  (K + K )  water .  Some of the  (Rb + K) animals  were  
kil led and several  of the i r  organs assayed for Rb  by  
a tomic  absorpt ion  spec t ropho tome t ry  z° and for Na and 
K by  f lame pho tomet ry .  A colony of rats  raised under  
normal  breeding condi t ions  in the  same facilities, approxi -  
m a t e l y  dur ing the  same t ime  span, p rovided  comparab le  
breeding data .  

Results. There  were no s ta t is t ica l ly  s ignif icant  dif- 
ferences among  the  three  groups, e i ther  wi th  respect  
to weight  of the  l i t ters  a t  weaning,  deaths  pr ior  to  
weaning,  or t he  percentage  of dea ths  t h a t  occurred 
wi th in  the  yea r  fol lowing weaning (Table I). W h e n  the  
(Rb + K) group was divided into 2 subgroups,  1 (N = 20) 
ma in t a ined  on the  normal  wa te r  af ter  weaning,  and  
ano ther  (N = 72) ma in ta ined  on the  (Rb + K) water ,  
i t  was found t h a t  the  subgroups did no t  differ  in mor-  
t a l i ty  ra tes  dur ing the  year  fol lowing weaning.  

Of the  5 organs examined  for monova len t  cat ion con- 
t en t  (Table II)  the  l iver  showed the  greatest ,  and the  
bra in  showed the  least  capac i ty  to accumula te  Rb.  The  
rat io,  R b : K ,  averaged  0.32 for liver, 0.16 for kidney,  
0.10 for lung, 0.08 for hear t  and 0.03 for brain.  
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M e m b e r s  o f  t h e  ( R b  + K )  g r o u p  w e r e  m o r e  e x c i t a b l e  
t h a n  m e m b e r s  o f  t h e  ( K  + K )  g r o u p .  T h r e e  o f  t h e  15 
f e m a l e s  o f  t h e  f o r m e r ,  a n d  n o n e  o f  t h e  5 o f  t h e  l a t t e r  
g r o u p ,  a t t a c k e d  t h e i r  y o u n g .  I n  2 i n s t a n c e s  t h i s  t o o k  
t h e  f o r m  o f  c a n n i b a l i z a t i o n  o f  a p p a r e n t l y  h e a l t h y  y o u n g  
a t  2 a n d  16 d a y s  p o s t - p a r t u m ;  in  t h e  3 rd  i n s t a n c e  t h e  
f e m a l e  b i t  o f f  1/2 t o  e/a of  t h e  t a i l s  o f  e a c h  o f  h e r  y o u n g ,  
a n d  r e p e a t e d  t h i s  a t t a c k  s o m e t i m e  l a t e r  w i t h  a s e c o n d  
l i t t e r .  T h e  e a s e  w i t h  w h i c h  a s t a r t l e  r e s p o n s e  c o u l d  b e  
e v o k e d  w a s  s t r i k i n g l y  d i f f e r e n t  f o r  t h e  2 g r o u p s .  I n  
c o n t r a s t  t o  t h e  ( K  + K )  g r o u p  a s m a l l  p u f f  oI  a i r  d i r e c t e d  
a t  m o s t  s l e e p i n g  m e m b e r s  o f  t h e  ( R b  + 14:) g r o u p  w o u l d  
c a u s e  t h e m  t o  j u m p  v i o l e n t l y ,  o f t e n  h i t t i n g  t h e  t o p  o f  
t h e  c a g e .  

Table I. Comparison of breeding data  for experimental, control and 
normal groups 

Parameter  Group 

( R b + K )  ( K + K )  Normal 

Mean number  per litter 8.6 10.5 10.5 
(S.D. = 2.25) (S.D. = 2.43) (S.D. = 2.04) 

Weight at wcaning (g) 
Males 67 64 72 
Females 53 55 62 

Ratio nlale : female 1.1 1.3 ~ 0.9 
Deaths prior to 6.9 0 ~ 7.6 
weaning (%) 
Deaths within 1 year 15.2 14.3 (not 
after weaning (%) available) 

Data from 4 litters. 

Table 1I. Range and average concentrations of sodium, potassium 
and rubidium in some rat  organs 

Organ Range Average 

Na K Rb Na K Rb 

Liver 62-74 129-185 22-64 68 146 46 
Kidney 149-303 144-197 22-36 191 178 28 
Lung 163-340 165-321 21-34 281 269 28 
Heart  212-284 285-362 19-30 245 336 26 
Brain 378-506 519-753 16-24 431 653 20 
Plasma ~ 141-144 4.0-4.6 0.59-0.64 143 4.3 0.62 

All amounts  expressed in terms of ~tmoles of cation per g dry weight 
of tissile except where indicated. * Amounts  expressed in terms of 
mmoles of cation per 1 of plasma. 

Discussion. S t u d i e s  o n  t h e  e f f e c t s  of  R b  o n  a n u m b e r  
of  a n i m a l  s p e c i e s  l ed  to  t h e  s u g g e s t i o n  t h a t  i t s  t o x i c  
a c t i o n  w a s  d e p e n d e n t  u p o n  n e u r a l  m e c h a n i s m s  n .  C h r o n i c  
i n g e s t i o n  o f  R b  b y  r a t s  h a s  b e e n  f o u n d  t o  p r o d u c e  
i r r i t a b i l i t y  a n d  d e a t h  ' i n  v i o l e n t  t e t a n i c  s p a s m '  s, a u d i o -  
g e n i e  s e i z u r e s  4, a t e n d e n c y  t o  c o n v u l s e  a f t e r  h a n d l i n g  ~, 
a n d  n e u r o m u s c u l a r  i r r i t a b i l i t y  ". T h e  i n c o o r d i n a t i o n  a n d  
i r r i t a b i l i t y  o b s e r v e d  in  c h i c k s  f o l l o w i n g  R b  f e e d i n g  led  
t h e  a u t h o r s  t o  s u s p e c t  a n  i n t e r f e r e n c e  w i t h  t h e  ro le  
o f  K in  t h e  n e r v o u s  s y s t e m L  

T h e  m a r k e d  c o n t r a s t  b e t w e e n  t h e  d a t a  r e p o r t e d  i n  
t h i s  p a p e r  a n d  t h e  p r e v a l e n t  e x p e r i e n c e s  o f  o t h e r s  
s t r o n g l y  s u g g e s t s  t h a t  t h e r e  is  a f a i r l y  s h a r p  c u t - o f f  
p o i n t  in  t h e  p a r a m e t e r s  a s s o c i a t e d  w i t h  t h e  s a f e t y  o r  
t o x i c i t y  o f  c h r o n i c  i n g e s t i o n  o f  R b  s a l t s .  T h e  p e r c e n t  o f  
R b  in  t h e  d ie t ,  a n d  t h e  d i e t a r y  m o l a r  r a t i o  of  R b  t o  K ,  
a r e  t w o  p a r a m e t e r s  t h a t  a r e  e i t h e r  e x p l i c i t l y  s t a t e d ,  or" 
c a n  be  e s t i m a t e d  f r o m  o t h e r  d a t a  i n  v a r i o u s  p u b l i c a t i o n s .  

S ince  e a c h  r a t  o f  o u r  ( R b  + K)  g r o u p  w a s  fed  14 g o f  
t h e  T e k l a d  c h o w  c o n t a i n i n g  0 . 8 9 %  K ( d r y  w e i g h t )  a n d  
c o n s u m e d  a n  a v e r a g e  of  35 m l  of  t h e  d r i n k i n g  w a t e r ,  
t h e  K i n g e s t i o n  w a s  3.55 m m o l e s  a n d  t h e  R b  i n g e s t i o n  
w a s  0.35 m m o l e s  p e r  d a y .  T h u s  t h e  R b  c o n t e n t  o f  t h e  
d i e t  w a s  0 . 2 1 %  a n d  t h e  t R b : K  m o l a r  i n g e s t i o n  r a t i o  
w a s  0.1. 

A s u r v e y  o f  t h e  l i t e r a t u r e  ( T a b l e  I I I )  i n d i c a t e s  t h a t  
w h i l e  t h e  r e l a t i o n  o f  d o s e  l eve l  t o  t o x i c i t y  is e r r a t i c ,  
t h e r e  is  a r e a s o n a b l e  c o r r e l a t i o n  o f  R b :  K m o l a r  i n g e s t i o n  
r a t i o  w i t h  t o x i c i t y .  A t  m o d e r a t e  l e v e l s  o f  d i e t a r y  R b  ~2, 

t It  should be understood that  whenever rubidium, potassium or 
sodium is mentioned, the referenced substance was present as 
a salt, such as rubidium chloride. 

2 H. L. ~IELTZER t R. M. TAYLOR, S. R. PLATMAN and R. R. FIEVE, 
Nature, Lend. 223, 321 (1969). 

3 p. H. MITCHELL, J. w .  WILSON and R. E. STANTON, J. gOD. 
Physiol. 4, 141 {1921). 

4 R. H. FOLLIS, Am. J. PhysioL 138, 246 (1942). 
B. L. GLENDENING, W. G. SCnRENK and D. B. I'ARRISII, J. Nutri- 
tion 60, 563 (1956). 

" A. S. REL~tAN, A. T. L^MmE, B. A. BU~ROWS and A. M. RoY, 
J. clin. Invest.  36, 1249 (1957), 

7 L. GLASSRR and J. T. ELLIS, Am. J. Path.  38, 103 (1961). 
s j .  E. JohNsoN, D. GARNER and G. M. WARD, Prec. See. exp. 

Biol. Med. 127, 857 (1968). 
L. B. SASSER, E. W. KII~LnOLZ and G. M. WARD, Poultry Sci. 
48, 114 (1969), 

10 E. SUTTER, S. R. PLATMAN and R. R. FIRVE, Clin. Chem. 16, 
602 (1970). 

n C. RIchEr, De Faction physiologique des sels de rubidium. C. r. 
Soc. Biol., Paris 101, 667 (1885). 

12 Levels below the LD~0, which is giveu as 1.2 glkg body weight. 

Table I l l .  Rubidium toxicity as a function of potassium ingestion 

Authors Rb in the diet Molar ingestion Observations 
(%) ratio (Rb: K) 

GLENDEN1NG 5 (1956) 0.01 0.017 
MELTZER and LIEBERMAN (this journal) 0.2 0.1 
GLENDENING 5 (1956) 0.1 0.16 
HEPPEL and SCHMIDT 14 (1938) 0.28 0.25 
FOLLIS ~ (1942) 0.5 0.3 
GLENDENING 5 (1956) 0.2 0.33 
JohnSON et al. s (1968) 1.8 0.93 
GLASSER and ELLIS' (1961) 0.4" 1.0 
MITCHELL et al, a (1921) 0.65 1.0 

survived for 300 days 
3 generations of heal thy animals 
survived;  no heal thy progeny 
survived for 86 days 
death after 14 days 
death after 80 days 
weight loss in 42 days, then death 
failure to gain weight (20 days) 
death in 10 to 17 days 

Est imated from concentration in drinking water, assuming that  30 to 40 ml per day  were ingested. 
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t o x i c i t y  a p p e a r s  w h e n  t he  inges t ion  r a t i o  is g r ea t e r  t h a n  
0.1. T h i s  h y p o t h e s i s  was  t e s t e d  d i r ec t l y  as  follows. 
A g roup  of  12 ma le  S p r a g u e - D a w l e y  r a t s  housed  2 to  a 
cage  was  fed a K-def ic ien t  d ie t  ( N u t r i t i ona l  Biochemica ls )  
a n d  g iven  d r ink ing  w a t e r  w h i c h  c o n t a i n e d  10 mmoles /1  
each  of KC1 a n d  RbC1. S ince  each  r a t  c o n s u m e d  a n  
ave rage  of 14 g o t  food da i ly  a n d  30 ml  of wa te r ,  t h e  
K i n t a k e  was  e q u i v a l e n t  to  a t  l eas t  0 .085% of t h e  die t .  
Af t e r  25 days  5 r a t s  were  dead .  W e i g h t  gain  was  m i n i m a l  
w i t h  al l  ra ts .  T e n  of t h e  12 r a t s  h a d  1 or  m o r e  aud iogen ic  
seizures  ( i nduced  b y  a l lowing  compressed  a i r  to  escape 
t h r o u g h  a va lve  for  30 sec). A t  t h a t  t i m e  t h e  s u r v i v i n g  
r a t s  were r e t u r n e d  to  a n o r m a I  d ie t  ( con ta in ing  0 .89% K 
d ry  weight) .  W e i g h t  ga in  was  a p p a r e n t  on  t he  7 th  d a y  
a t  wh ich  t i m e  suscep t ib i l i t y  to  aud iogen ic  seizures  dis- 
appea red .  On  t h e  15 th  d a y  t h e y  were  r e t u r n e d  to  t h e  
K-de f i c i en t  diet .  W i t h i n  2 weeks  al l  were  aga in  suscep-  
t i b l e  to  aud iogen ic  seizures  a n d  a n  a d d i t i o n a l  3 r a t s  h a d  
died.  Th i s  e x p e r i m e n t  was  r epea t ed  on  a g roup  of 32 
r a t s  (male  a n d  female) ,  w i t h  t h e  excep t ion  t h a t  t h e y  
were  no t  sub jec t ed  to  t he  compressed  a i r  s t imulus .  A t  
t h e  end  of t he  4 th  week  19 of t he  r a t s  were dead .  T h u s  
i t  was  n o t  t h e  R b  level  pe r  se, b u t  i t s  r a t i o  to  K in take ,  
t h a t  d e t e r m i n e d  tox ic i ty .  

S ince  t h e  d i e t a r y  r e q u i r e m e n t  for  K c a n  be  m e t  in  
p a r t  b y  s u b s t i t u t i n g  R b  ~,7,x3, t h e  a p p e a r a n c e  of t o x i c i t y  
w h e n  R b  in t he  d ie t  is e q u i v a l e n t  to  more  t h a n  10% o1 
t he  K ind ica tes  t h a t  a c c u m u l a t i o n  of R b  b y  t i s sues  a n d  
o rgans  ha s  p roceeded  to  a level  a t  wh ich  a n o t h e r  effect  
of R b  assumes  q u a n t i t a t i v e  i m p o r t a n c e .  Be low t h a t  level  
1Rb e i the r  serves  en t i r e ly  as  a s u b s t i t u t e  for  K or  i t s  
a c t i ons  a re  c o m p a t i b l e  w i t h  n o r m a l  cell f u n c t i o n ;  a b o v e  
t h a t  leve l  e i t h e r  i t s  o w n  phys io log ica l  ac t ions  p e r t u r b  
cell  f u n c t i o n  (in t he  s ame  sense  t h a t  a n  excess  of K 
would  b e  toxic) ,  or  new  whol ly  pa tho log i ca l  ac t ions  
b e c o m e  a p p a r e n t .  

I t  is c lear  f r o m  t h e  d a t a  t h a t  c o n t i n u e d  inges t ion  of  
R b  is c o m p a t i b l e  w i t h  su rv ivM a n d  hea l t h .  A l t h o u g h  
R b  was  n o t  d e m o n s t r a b l y  toxic ,  i t  was  n o t  w i t h o u t  
e f fec t  o n  t h e  c e n t r a l  ne rvous  sys t em.  T h e r e  was  a genera l  
increase  in exc i t ab i l i t y ,  as sugges ted  b y  m a t e r n a l  a t t a c k s  
o n  t h e  y o u n g  a n d  t h e  ease  w i t h  w h i c h  t h e  a n i m a l s  were  
s t a r t l ed .  

F i n a l l y  w h e n  t he  a n i m a l s  were  m a d e  tox ic  b y  r e s t r i c t i ng  
t h e  K i n t a k e  to  levels  e q u i m o l a r  w i t h  R b  in t ake ,  i t  was  
o b s e r v e d  t h a t  t h e  r e s u l t a n t  fa i lu re  to  ga in  we igh t  a n d  
su scep t i b i l i t y  to  aud iogen ic  seizures  cou ld  be  r eve r sed  
b y  inc reas ing  t h e  K i n t a k e  w i t h o u t  d i m i n i s h i n g  t h e  I~b 
in take .  T h u s  in r a t s  R b  t ox i c i t y  a p p e a r s  to  be  r eve r s ib le  15. 

Rdsurnd. E n  vue  de l ' emplo i  an t ic ip6  du  RbC1 en  mOde- 
cine, la  p r4sen te  6rude  4 t ab l i t  les cond i t i ons  d ' a d m i n i s -  
t r a t i o n  c h r o n i q u e  e t  sans  tox ic i t6  chez  te r a t .  L ' a d m i n i s -  
t_ration c h r o n i q u e  6 t e n d u e  ~ 3 gOnOrations de  r a t s  Sprague-  
D a w l e y  ne  rOvgle a u c u n  ef fe t  sur  la  fertilitO, la  ges ta t ion ,  
le dOve loppemen t  ou la  longOvitO. 
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I n f l u e n c e  o f  D i h y d r o e r g o t a m i n e  o n  t h e  L i p o l y t i c  S y s t e m  o f  I s o l a t e d  D o g  Fat Cells 

I t  h a s  been  s h o w n  b y  seve ra l  workers  t h a t  d ihyd ro -  
e r g o t a m i n e  ( D H E )  an t agon i ze s  Ca techo lamine - induced  
l ipolysis  and,  a t  h i g h e r  c o n c e n t r a t i o n  also A C T H - i n d u c e d  
l ipolysis  x-4 in  i so la ted  r a t  f a t  cells. FAIN ~, HOTTA et  al. 5 
a n d  o u r  e x p e r i m e n t s  showed  t h a t  D H E  was m o d e r a t e l y  
l ipo ly t ic  b y  i tsel f  in  v i t ro .  \ ¥ e  f o u n d  a m a x i m a l  l ipo ly t ic  
a c t i v i t y  w i t h  a b o u t  10-5il// D H E  ( u n p u b l i s h e d  resul ts)  
in  r a t  f a t  cells suspens ions .  

I n  vivo,  we found  t h a t  D H E  does no t  s t i m u l a t e  t h e  
l ipolysis  in  f a s t ed  ra ts .  I t  was  also s h o w n  6 t h a t  D H E  
c o m p l e t e l y  b locks  e p i n e p h r i n e - i n d u c e d  increase  of p l a s m a  
free f a t t y  acids.  

I n  t h e  f a s t ed  dog, SCRIAmNE et  a id  showed  t h a t  D H E  
in  doses  of 0,125 a n d  0,5 m g / k g  i.v. increases  p l a s m a  
c o n c e n t r a t i o n  of F F A .  T h e s e  f ind ings  were  c o n f i r m e d  b y  
SIREK e t  al. s a n d  in our  l a b o r a t o r y .  I n  t h e i r  work,  
SCRIABINE e t  a id  conc luded  t h a t  D H E  m a y  s t i m u l a t e  
adrenerg ic  r ecep to r s  of t h e  ad ipose  t i s sue ,  or  a c t i v a t e  
l ipo ly t ic  m e c h a n i s m s  b e y o n d  adrenerg ic  receptors .  

B y  in v i t ro  e x p e r i m e n t s ,  we a t t e m p t e d  to  exp l a i n  t h e  
m o d e  of ac t ion  of D H E  on  t h e  i so la ted  dog  fa t  cells. 

Methods. Preparation of isolated [at cells. F a s t e d  m o n g r e l  
dogs (5-12  kg) b o t h  sexes, a n a e s t h e t i z e d  w i t h  s o d i u m  
p e n t o b a r b i t a l  (30 mg/kg)  were  used as  donor s  of sub-  
c u t a n e o u s  ad ipose  t issue.  T he  fa t  cells were i so la ted  b y  
the  m e t h o d  of RO]DBELL9 modi f i ed  so t h a t  t h e  i n c u b a t i o n  
m e d i u m  used for t h e  d iges t ion  of t he  t i ssues  d id  n o t  

c o n t a i n  glucose. Af t e r  isola t ion,  t h e  f a t  cells were sus- 
p e n d e d  in a K r e b s - R i n g e r  p h o s p h a t e  ( K R P )  so lu t ion ,  
p H  7.4 w i t h  4~/o a l b u m i n .  O n e - m l  po r t i ons  of t he  sus- 
pens ion  were  g i v e n  i n t o  25-ml  p las t i c  v ia l s  c o n t a i n i n g  
1 m l  of  K R P  w i t h  t h e  d rugs  to  be  t es ted .  Af t e r  a 2 h 
i n c u b a t i o n  a t  37 °C w i t h  air ,  t h e  i n c u b a t i o n  m e d i u m  was  
a n a l y z e d  for  g lycerol  c o n t e n t  u s ing  t h e  m e t h o d  of  
LAURELL a n d  TIBBLING 1°. The  resu l t s  a re  expressed  as 
amoles  of glycerol  pe r  m m o l e  of t r ig lycer ides  in  t h e  cell 
suspens ion .  
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