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Zusammen/assung 

Mit te l s  P a p i e r c h r o m a t o g r a p h i e  wurde  das  Bi ld  de r  
f re ien Aminos / iu ren  de r  N e t z h a u t  u n d  des C o r n e a - E p i t h e l s  
des R i n d e s  u n t e r s u c h t  u n d  m i t  den  A m i n o s g u r e n  des 
H y d r o l y s a t s  des g e s a m t e n  Gewebes  in  B e z i e h u n g  gebrach t .  
Die  Ergebn i s se  zeigen, dass  das  Bi ld  de r  f re ien  A m i n o -  
sgu ren  ein c h a r a k t e r i s t i s c h e r  Zug  eines b e s t i m m t e n  Ge-  
webes  ist,  o b w o h l  er  n i c h t  ganz  genau  dessen  Z u s a m m e n -  
s e t z u n g  a n  Aminos l iu ren  wiederg ib t .  

D i u r n a l  C h a n g e s  in  the  B r a i n  G l y c o g e n  

As changes  in  t h e  c o n c e n t r a t i o n  of b r a i n  glycogen pa r -  
allel severa l  a l t e red  s t a t e s  of b e h a v i o u r  1, t he  ques t i on  
arises w h a t  c o n n e c t i o n  t h i s  b r a i n  m e t a b o l i t e  ha s  to  au to -  
nomic  func t ions  wh ich  are r egu l a t ed  a t  t he  h i ghes t  level. 
I n  t h e  p r e sen t  repor t ,  t h e  r h y t h m s  of sleep a n d  wake-  
fulness  were chosen  as r e p r e s e n t a t i v e  of these  func t ions .  

I n  123 r a t s  t h e  c o n c e n t r a t i o n  of b r a i n  glycogen was 
d e t e r m i n e d  in 6-h  i n t e r v a l s  in  f ive t o p o g r a p h i c a l  reg ions  
of t he  b ra in .  The  s ame  m e t h o d  was used as desc r ibed  in  
a p reced ing  p a p e r  ~. 

Diurnal changes of glycogen in the cerebral cortex and the diencc- 
phalon 

Glycogen (mg]lO0 g of wet weight)* 
Astronomic 

time 

0 
6 

12 
18 

Cerebral 
cortex 

91 4- 5.2 
86 ± 4.6 
89 4- 5.4 
90 + 4 . 1  

* Mean 4- S. E. 

I n [ Diencephalon n 
T 

31 117 ± 3.8 28 
34 131 ± 6"2 25 
28 135 4- 4-2 26 
30 127 4- 5.1 28 

I n  t he  Tab le  the  cha rac t e r i s t i c  resu l t s  of these  exper i -  
m e n t s  are given.  F r o m  these  i t  follows t h a t ,  whi le  t he re  
are  no  s ign i f i can t  per iodic  changes  in t h e  ce rebra l  cor tex ,  
t h e  mesencepha lon ,  ce rebe l lum,  a n d  m e d u l l a  ob longa t a ,  
t he re  is a s ign i f i can t  d i f ference  in t he  d i e n c e p h a l o n  
( P  < 0.Ol b e t w e e n  t h e  i n t e r v a l  0 a n d  12). 

The  m a x i m a l  c o n c e n t r a t i o n  of g lycogen in t he  dience-  
p h a l o n  coincides  w i t h  t he  per iod  d u r i n g  w h i c h  t he re  is a 
m a x i m a l  read iness  of t he  r a t  to  t he  ce reb ra l  i n h i b i t o r y  
s t a t e  z. 

D. SVORAD 

Institute o/Physiology, Czechoslovak Academy o/Scien- 
ces, Prague (Czechoslovakia), June 25, 1958. 

Zusammen/assung 

I n  6s t / ind igen  I n t e r v a l l e n  wurde  bet  der  R a t t e  die Kon-  
z e n t r a t i o n  des  G lykogens  ill de r  H i r n r i n d e  sowie i m  Dien-  
cepha lon ,  Mesencepha lon ,  Cerebe l lum u n d  im verI~nger-  
t en  M a r k  fes tgestel l t ,  I n n e r h a l b  y o n  24 h t r i t t  im  Dien-  
cepha lon  - u n d  n u r  in  d iesem - pe r iod i sch  eine s ign i f ikan te  
VerAnderung  der  G l y k o g e n - K o n z e n t r a t i o n  ein. 

1 M. R. A. CHANCE and'D. C. YAXLEY, J. exp. Biol. 27, 311 (1950). 
- N. Smmzu and Z. KuBo, J. Neuropath. exp. Neurol. 16, 40 (1957). 

2 D. SVORAD, Nature 181, 775 (1958). 
a D. SVORAD, Physiol. Bohemoslov. (1958), in press. 

Effect  of  A l d o s t e r o n e  and  H y d r o c o r t i s o n e  
o n  S o d i u m  in Red Cel ls  

Studies  w i t h  a ldos te rone  in t he  r a t  h a v e  r ecen t l y  led us 
to  t h e  t heo re t i ca l  conc lus ion  t h a t  t h i s  s teroid ,  a n d  perhaps  
r e l a t ed  ones  as well, can  ac t  b y  c o n d i t i o n i n g  sod ium flux 
across  cell m e m b r a n e s .  W e  h a v e  sugges t ed  t h a t  t h e  net  
effect  favors  a n  increase  in i n t r a c e l l n l a r  sodium,  possibly 
b y  h i n d e r i n g  s o d i u m  t r a n s p o r t  (eff luxl) .  The  red  cell 
seemed p a r t i c u l a r l y  a p p r o p r i a t e  for  a d i r ec t  expe r imen ta l  
a p p r o a c h  to  t h i s  pos tu la t e .  GLYNN also p r ed i c t i ve ly  con- 
s idered  t h i s  b u t  was  u n a b l e  to  d e m o n s t r a t e  a n y  effect 2. 
He  used  red  cells in  a buf fe red  m e d i u m ,  however .  I t  
s eemed  to  us  t h a t  t he  p r o b l e m  could  n o t  be  def in i t ive ly  
s e t t l ed  unless  p l a s m a  were  used  as m e d i u m  since quite 
poss ib ly  a co fac to r  or  ca r r i e r  is requi red .  F u r t h e r ,  i t  seem- 
ed  des i rab le  to  s u b j e c t  t he  cells to  forc ing procedures  
f avo r ing  s e p a r a t e l y  e i t h e r  in f lux  or  efflux. Accordingly,  
our  e x p e r i m e n t s  were des igned  to  use whole  b lood  a n d  to 
follow the  changes  in p l a s m a  [Na] a n d  [K] d u r i n g  refrig- 
e r a t i on  or  s u b s e q u e n t  r ewarming .  I n  v iew of ou r  inex- 
per ience  in  t h e  d i f f icul t  field of r ed  cell e x p e r i m e n t a t i o n  
a n d  of t he  i n h e r e n t  v a r i a b i l i t y  of whole  b lood  studies,  
e x p e r i m e n t s  were f reely r epea ted .  "Well de f ined  effects 
were d e m o n s t r a t e d  b o t h  w i t h  a ldos t e rone  a n d  w i t h  hydro-  
cor t isone.  

Methods. - F r e s h  b lood  f rom s t u d e n t  v o l u n t e e r s  was 
col lected in h e p a r i n  (0-2 ml /10  ml  blood) ,  cen t r i fuged ,  and 
the  b u f f y  coa t  r emoved .  T h e  b lood  was  t h e n  r econs t i t u t -  
ed. I t  was  d iv ided  i n to  5 m l  a l i quo t s  a n d  each  was  sam- 
p led  s e p a r a t e l y  for t h e  d e t e r m i n a t i o n  of p l a s m a  N a  and 
K a n d  of h e m a t o c r i t .  The  a l iquo t s  were t h e n  t rans fe r red  
to p r e p a r e d  t u b e s  c o n t a i n i n g  the  s te ro id  in 0.1 ml  of vehi- 
cle, or  t he  vehic le  alone.  I n  cool ing e x p e r i m e n t s  t he  tubes  
were p laced  in a r e f r ige ra to r  a t  4°C a n d  s amp led  in the 
cotd  2, 4, 6 or  24 h la ter .  Whi l e  in  t h e  re f r ige ra to r ,  they  
were  i n v e r t e d  g e n t l y  e v e r y  ha l f  h o u r  t h r o u g h o u t  t h e  day. 
I n  r e w a r m i n g  e x p e r i m e n t s ,  u n t r e a t e d  5 m l  a t i quo t s  were 
f i rs t  r e f r ige ra ted  for  24 h a n d  t h e n  s amp led  s e p a r a t e l y  in 
t h e  cold before  t r a n s f e r  to  f resh  t u b e s  c o n t a i n i n g  the 
s te ro id  or vehicle .  S a m p l i n g  was  aga in  car r ied  o u t  af ter  
0.5, 1, 2, a n d  3 h of r e w a r m i n g  a t  37°C. A ldos t e rone  race- 
m a t e  in  e thy l  a lcohol  a n d  h y d r o c o r t i s o n e  a c e t a t e  in  saline 
were used.  

Ca lcu la t ions  were  b a s e d  on  t he  c h a n g e  in  each  d a t u m  
f rom i ts  own  base  v a l u e  t a k e n  as zero. Regress ion  coeffi- 
c ien ts  were  d e t e r m i n e d  where  app l i cab leK F u r t h e r  details 
are g iven  w i t h  each  e x p e r i m e n t ,  

Results.-Effect of aldosterone on Na, K, and hemalocrit 
during rewarming. Al iquo t s  (5 ml) c o n t a i n i n g  1, 1,4, 1.8, 
a n d  2.0 9 g / m l  of a ldos t e rone  r a e e m a t e ,  or  t h e  vehicle 
alone,  were  r e w a r m e d  a n d  s a m p l e d  as  descr ibed .  Five 
s e p a r a t e  r u n s  were  ca r r ied  out .  T h e  f igure  p re sen t s  the 
essen t ia l  f indings .  A ldos t e rone  c lear ly  depresses  t he  ra te  
of N a  e x t r u s i o n  d u r i n g  r ewarming .  Th i s  is p receded  dur- 
ing t he  f i rs t  ha l f  h o u r  b y  a fall in  p l a s m a  INn] which  is 
m o s t  p r o m i n e n t  a t  lower  doses, The  p r o p o r t i o n a l i t y  of 
t h e  effect  is s h o w n  b y  t h e  dec reas ing  va lues  of t he  re- 
gress ion  coeff ic ient  w i t h  inc reas ing  dose  (Table  I). The 
effects  on  N a  are  n o t  a c c o m p a n i e d  b y  s imi la r  changes  in 
K or  h e m a t o c r i t ;  t h e s e  show t h e  n o r m a l  p a t t e r n s  of 
r ewarming .  

1 S. M. FRIEDMAN, C. L. FRIEDMAN, and M. NAKASHIMA, Amer. 
J. Physiol. (in press for Dec. 1958). 

I. M. GLYNN, J. Physiol. 136, 148 (1957). 
a R. A. FrS~ER, Statistical Methods/or Research Workers, 12th ed. 

(Oliver and Boyd, Edinburgh 1954). 
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Table I. Regression statistics for aides(crone and hydrocortisonc treated red colb. ill Illa~lna COmlmrcd with Ulltreatcd t'tmtrols 

Treatment 

Control + 4.31 
Aldosterone, 1 v.g/ml -0 .03 
Aldosterone, 1-4 tzg]ml - 0.90 
Aldosterone, 1-8 [2g/ml + 0.68 
Aldosterone, 2-0 ~.g/ml - 0.68 

A[Na] mEqll 

*b 0-5 h a 

+ 2.64 5:0.51 + 1.34 +- 0-99 
+2-18 i 0.27 -2-49 +- 1-10 
+ 1.96 4- 1.27 - 3-32 - 1.25 
+ 1.19 :k: 0.84 -0"(ff~ - 1-30 
+0'40 :~ 1.32 - 1.14 - 1.05 

+ 1 . 9 6 ~  1.06 -0,14 -0,74 
+1.38 ±0.67 -2 .09 -0.72 
+0 ,84±0 ,45  -1.81 -0.91 
+ 0 , 1 6 ! 0 . 9 5  -0,76 -0.78 

Control + 2.06 
Hydrocortisone, 0.2 [xg/ml . . -0 ,54  
Hydroeortisone, 2.0 ~tg/ml . . -0 .86  
Hydroeortisone, 5.0 bg/ml . . -0 .58  

a = mean of the dependent variate; b 4- coefficient of regression and standard 
* Significant shift of the coefficient of regression occur~ in this c.htmn. 

err.r; 

/ I [K ]  m F.q/l 

| )  11"[~ |1 1t 

- 0 - 7 0  j :  11.22 - 0 , 2 0  - , I , I  
- 0.b8 -J- 0+20 -0.34 - 4'5 
- 0 , 6 5  -]+ (t.20 -0 ,51  - 4 , 5  
-0 .51  .-t. 0.24 - 0 , 7 3  - 5 " 0  
- 0 , 6 1  .t: 0.1~) - 0 , 3 0  - 3 ' 7  

- 0 . 4 5  :i~ 0.07 - 0 . 2 3  - 5 ' ( )  
- 0 . 4 7 : t :  0.06 - 0 , 1 9  -5 ,4  
- 0 . 4 8  -J.(I. l l  - 0 . 3 f i  - 5 . 8  
- 0 , 4 9 . i : 0 , 0 8  - 0 , 2 2  - 5 ' 4  

l l . h  h ,++ ¢ , a l e t l l a h . d  v a h I P  Of  tilt+ 

.'I Ilemat.erit 
[%) 

b o.r,, h 

- (1.5.1 :[, 0,48 - 3,5 
-0,56-1 0.46 - 3 , 9  
-O.b5 .t: 0.53 - 3 . 7  
+0"15 i 1'40 -4"8 
-I) '59 t I)'53 -3 ' 1  

-0 ' 45  t 0'45 -5 ' 1  
- 0 4 ) 9  j 0,42 -4.(~ i 

-0 .79  .i+ 0.38 - 4 . 9  
-0 ,83 A. 0'39 -4"5 I 

variatt, :11 0.h h, 

E/lee( el hydrocortisone on Na, K, and hematocrit during 
rewarming. Aliquots  (5 ml) containing 0,2, 2,0, or 10.0lag / 
ml  of hydrocor t i sone  acetate ,  or the  vehicle alone, were 
r ewarmed  and  sampled  as described. Five separate runs 

0 

-2 

,+ , J 

J z 
Time - Hours 

were carr ied out .  The  Figure  presents  the essential find- 
ings. Hydroco r t i sone  also produced a depression of the 
rate  of Na  ex t rus ion  preceded by  a sharp  fall in plasma 
[Na]. There  was a similar  propor t ional i ty  to dose (Table I), 
P l a sma  [K] followed the  control  pa t t e rn  but  there was a 
suggest ion t h a t  the  fall in hematocr i t  with time might be 
s teeper  as t he  dose of hydrocor t i sone  increased, 

E/lee( o/ aldosterone ov hydrocortisone on Na, K, and 
hematocrit during 6 h o/cooling. Exl)eriments carried nut  
as described using the siune doses of the steroids failed to  
show any effects during it 6-h coiffing per i .d .  

E//ect el aides(crone on Na, K, and hematocrit during 
24 h o/cooling. 20 m] of whole bh~(M free ¢)f huffy coat  
wits divided into two equal a l iqu- t s  af ter  it prel iminary 
sample wlis taken fl>r analysis. To rule aliqut)t wits added  
5 vtg of aldosterone, to the o ther  the vi:hicle only. Both 
were then refrigerated fi~r 24 h, Samples were taken in 
the cold at  6 h and at  24 h, l:rom each aliquot,  three  
separate sanll)les were taken and each analyzed in tripli- 
cate. This niuefold analysis permit ted  ;1 reason:tbly :tccu- 
rate s ta tement  of concentrat ion,  Four identical runs were 
carried out (Table II L Clearly, in all ,t runs the rate  of 
Na accumulation by the cellsw:ts depressed in the t rea ted  
samples. It shtmld be noted tha t  the dose used w;m lower 
than in the l)receding experiments ,  Unfor tunate ly ,  the 
degree of difference between contrt)l 111111 test  al iquots is 
too  close to  the illtrinsic method ern)r lo t  :lbs(flute con -  
fidence and we ;ire at  |)resent ulla|)le to ex tend the series 
because of it seasollal shortage of donors, 

Discussion.- These exper iments  show tha t  lmth aide-  
s(crone antl hydrocort isone affect N:t flux. l :ur ther ,  the  
doses used are reasonably sm~tl] in comparison with doses 
of desoxycorticosterone which have yiehled posi t ive re- 
suits< Recently, GLVNN has demons t ra ted  tha t  cltrdiac 
glycosides in very low concentra t ions  inhibit  the move- 
men( of sodium inld potassium ions across the  human  red 
cell membrane,  probably by itll action till the t rans imr t  
mechanism itself ra ther  than on tile ellergy supply  to the  
pump% He re:tsoned tha t  ahh)sterone is sufficiently re- 

4 E, S, .]om.:s, I,;xper, H, 7'2 119:,8b 

Table II. The effect of 0.5 v.g/ml of aldosterone on plasma [Na] during '2.t h eooling of Iiii111;|11 wlmle bl<u~d. Nttte the t't~ll,~istt, llt trentl 
for [Na] to remain higher in test groups than in e<mtrols, lqasma I Na} mEq/I 

Run 1 
Run 2 
Run 3 
Run 4 

Oh 

Test 

141.2 ± 0.9 
146.4 + 2.0 
142.0 4- 0.8 
142.3 -t- 1.i 

Control 

134.4 ~ 0.6 
137,2 i 0,8 
141.6 ± 1-2 
130.5 4- 0.7 

6 h 

' Test 
i 

137"4 J- 1"7 
143"2 :~ 1-8 

+ 142.4 ]: 2.4 
+ 139,8 ! 3.2 

t 

C(mtrol 

132.0 j: (1,3 
133.4 J 1.5 
133.4 i 0,2 
130.3 i 0.4 

'2.1 h 

"l'es t 

134'4 :t: 1"4 
135'0 .L tt.9 
140"8 ]: 0'8 
133"5 i 0"7 

i = standard error of ninefold analysis 



454 Br~ves communications Brcvi comunicazioni [ExPERIENTIA VOL. XIVll~] 

la ted  b o t h  chemical ly  and  func t iona l ly  to  p roduce  similar  
effects.  He  could not ,  however ,  d e m o n s t r a t e  a n y  effect  
w i th  doses similar  to ours  (10 -s  or 10 -6 g/ml). The ma jo r  
difference be tween  these  expe r imen t s  and  ours  is our  use 
of p la sma  as suspend ing  medium.  The longer  du ra t ion  of 
our  e x p e r i m e n t s  seems a less l ikely e x p l a n a t i o n  for t he  
divergence.  

The gross m e a s u r e m e n t  of sod ium concen t r a t i on  in the  
m e d i u m  does n o t  p e r m i t  def in i t ive  conclusions regard ing  
the  si te of ac t ion  of these  adrena l  cort ical  s teroids.  The  
resul ts  are, however ,  qu i te  cons i s t en t  w i t h  the  v iew which  
we h a v e  expressed  e lsewhere  t h a t  a ldos te rone  h inder s  
sod ium ef f luxL J u d g i n g  b y  GLYNN'S analysis ,  th i s  m a y  
well r ep re sen t  an ac t ion  on t h e  t r a n s p o r t  m e c h a n i s m  i t -  
self. 

This work was carried out under Defence Research Board of 
Canada grant number 9350-13. We are grateful to Dr. C. W. MUR- 
mt¥, CIBA Colnpany Limited, Montreal, for the aldosterone race- 
mate used in this work. 

S, M. FRIEDMAN and  
CONSTANCE L. FRIEDMAN 

Department o/ Anatomy, The University o/ British 
Columbia, Vancouver (Canada), July 11, 1958. 

Zusammenfassung 

N a t r i u m -  und  K a l i u m - P l a s m a k o n z e n t r a t i o n e n  und  Ha-  
m a t o k r i t w e r t e  w u r d e n  in mensch l i chem Blut  nach  Bei- 
f i igung yon  kleinen Mengen Aldos te ron  nach  2-, 4-, 6- 
oder  24st t indiger  Kti. h lung oder  nach  ~/3-, 1-, 2- oder  
3st t indiger  El~viirmung gemessen.  Aldos te ron  v e r m i n d e r t  
die P l a s m a - N a t r i u m z u w a c h s r a t e  bei  E rw/ i rmung  und  
ansehe inend  auch die P l a s m a - N a t r i u m v e r m i n d e r u n g s r a t e  
bei  Kfihlung.  H y d r o k o r t i s o n  ergab das  gleiche Resu l t a t  
bei Erwfi.rmung, wi ihrend seine Wi rkung  bei Ki ih lung  
noch n i ch t  abschl iessend  u n t e r s u c h t  wurde .  

S o m e  F a c t o r s  M o d i f y i n g  

t h e  A c t i o n  of  G h l o r p r o m a z i n e  u p o n  t h e  0 2  U p t a k e  

o f  B r a i n  H o m o g e n a t e s  in vltro 

S t u d y i n g  the  d i rec t  ac t ion  of ch lo rp romaz ine  on iso- 
la ted t issues 1, we have  inves t iga ted  the  in vitro effect  of 
Largac t i l  upon  the  resp i ra t ion  of b ra in  h o m o g e n a t e s  (al- 
b ino  rats)  unde r  var ious  expe r imen ta l  condi t ions ,  i.e. in 
the  m e d i u m  w i t h o u t  glucose, in the  calc ium-free  suspen-  
sion fluid, and  on h o m o g e n a t e s  s t imu la t ed  wi th  2, 4-dini- 
t rophenol .  

The O 3 u p t a k e  was e s t i m a t e d  b y  d i rec t  "Warburg tech-  
nique,  a t  the  t e m p e r a t u r e  of 37°C and  in pure  oxygen.  
Medium:  p h o s p h a t e  buf fe red  Krebs  R inger  so lu t ion  wi th  
or  w i t h o u t  0- 2 % glucose and  calc ium-free  solut ion (100 mt  
0.154 M NaC1, 4 ml  0.154 M KC1, 1 ml 0.154 ~/I MgSO 4- 
7 HzO, a n d  30 ml  of p h o s p h a t e  buffer)  wi th  0-2% glucose. 

Changes  in metabo l ic  ra te  a f te r  add i t ion  of var ious  con- 
cen t r a t i ons  of Largac t i l  are given in Table  I. 

W h e n  Largac t i l  was a d d e d  to  t he  K r e b s  Ringer  solut ion 
w i t h o u t  glucose, no s igni f icant  changes  in the  O~ u p t a k e  
were observed  (Table II) .  

The depress ive  ac t ion  of Largact i l  was  d imin i shed  in the  
same way  in t he  calc ium-free  solut ion (Table II) .  

1 A. ZELE~ and J. KOZKK, Pharmazie 13, 200 (1958). - J. VLK 
and V. LuK,i,~, J, Physiol. USSR, 4 G 365 (1958). 

Table I 
Oxygen uptake at various concentrations of Largaetil in brain homo- 
genates of albino rats. Medium : Buffered Krebs Ringer solution with 
0.'2% glucose, The inhibition at all concentrations is significant 

No. o f  i 
[ ILl O3/100 mg wet w./h Inhibition 

experi- Treatment , ' 
ment in % 

15 Control 
Largactil]ml: 

8 1 vg 
6 5 vg 

13 I0 ~g 
6 50 ~g 
7 100 ~g 
5 200 ~g 

M S.D. 

147-04 ±15-15 

128-66 ± 8-6 
118-10 ± 4-3 
108-29 ±10-1  
108-29 ±16-5  
106-65 ~ 8"65 

76"34 i 1 4 " 5  

- 12.5 
- 19-7 
- 26-4 
- 26-3 
- 27"5 
- 48"2 

Table I I  
Oxygen uptake ot brain homogenates after Largactil in Krebs Ringer 
solution without glucose + and in calcium-free solution ++ with 0.2% 

glucose. The inhibition is not significant 

No. of 
experi- 

n l e n t  

Treatment 

Control 
Largactil 
(10 tzg/ml) 
Controt 
Largactil 
(10 ixg/ml) 

y.10e]100 mg wet w./h 

M 

108.28 
103.50 

180.65 
172.20 

Inhibition 
S.D. in % 

~: 4-64 
± 9"34 -- 4.42 + 

± 19.1 
± 17.2 -- 4.68 ++ 

Table I I I  
The inhibition of the 0 2 uptake after Largactil in brain homogenates 
treated with 2,4-dinitrophenol (DNP). Medium: Buffered Krebs 
Ringer solution with 0,2% glucose. The inhibition is significant 

No. of 
experi- 
ment 

Treatment 
Off O2!100 mg wet w./h Inhibition 

M ] LD. in % 

DNP (20 ~zg/ml) 
DNP (20 [xg/ml)+ 
Largactil (10 [~g/ml) 

221-94 

185-88 

~: 36-64 

± 2~.70 - 16.2 

In  fu r the r  exper iments ,  Largac t i l  exh ib i t ed  an antago-  
nizing ac t ion  upon  the  increased metabo l ic  ac t iv i ty  of 
b ra in  h o m o g e n a t e s  s t imu la t ed  wi th  2 ,4-d in i t rophenol  
(Table I l l ) .  

The  d i rec t  inf luence of re la t ive ly  low doses of Largact i l  
upon  the  r e sp i r a t ion  of bra in  homogena t e s  was conf i rmed.  
This  agrees wi th  the  work  of GANSHIRT and  BRILMAYER 2 
who have  found  a s ignif icant  decrease  of resp i ra t ion  act iv-  
i ty  in b ra in  h o m o g e n a t e s  of whi te  mice  a f te r  Megaphen  
a t  concen t r a t ion  of 10 -8 g/ml.  On t h e  o the r  hand ,  DECSI *, 
cons ider ing  the  d i rec t  ac t ion  of ch lo rp romaz ine  upon  the  
cerebra l  t issue emphas izes  in his  r ecen t  s tud ies  t h a t  the  
inh ib i t ion  of phosphory l a t i ons  seems to  be preva i l ing  and 
can be d e m o n s t r a t e d  even  a t  t he  dose  w h i c h  does not  
affect  t h e  oxygen  up take .  The decrease  of t he  o x y g e n  con- 
sumpt ion ,  according to  th is  fu r the r  f indings,  does  no t  
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