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Table 1. Plasma Insulin Effect in Normal Rats 

Mean a t P 

with cystein 0.435 0.057 
without  cystein 0.625 0.032 8.950 < 0.01 

No. I 
exp. I 

6 
6 

The plasma treated with cystein, to destroy insulin, induces to a 
lower consumption of glucose by the diaphragm. The difference be- 
tween the consumption induced by the native plasma and treated 
plasma, is the insulinic effect, expressed here in mg of glucose con- 
sumed per 100 mg of diaphragm during 1 h incubation in VCarburg 
apparatus. Statistically, the result is significant. 

Table 2. Plasma Insulin Effect in Alloxan Diabetes 

Mean a t p No. 
exp. 

with  cystein 0.470 0'050 10 
without  cystein 0"505 0.038 1-453 ?-1 < P <  0.2 8 

Once the Langcrhans islets are destroyed (B cells only), the insulinie 
effect of the plasma disappears. The small difference between the 
effect of both plasmas is not significant from a statistical standpoint. 

Table 3. Plasma Insulin Effect in Panercoprive Diabetes 

No, 
Mean a t P exp. 

with  cystein 0-571 0.047 
wi thout  cystein 0-600 0.068 0-967 0 - 3 <  P < 0.4 99 

As is logical, there is no insulinic effect of the plasma. The slight 
difference in the effect between both plasma is not statistically 
significant. 

u t i l ized i n s t ead  of 1 c m  a as desc r ibed  in t h e  f i rs t  of o u r  
works.  T h e  insnl in ic  effect  of the  p l a s m a  is expressed  b y  
t h e  dif ference in glucose u p t a k e  i n d u ced  b y  t h e  a d d i t i o n  
of n o r m a l  p l a s m a  a n d  t r e a t e d  w i t h  cys te in .  I n  h y p o -  
p h y s e c t o m i z e d  r a t s  t r e a t e d  w i t h  g lucagon ,  0.5 m g  of th i s  
h o r m o n e  dissolved in B a y o l - F  were used.  Two s u b c u t a n e -  
ous  in jec t ions  were made ,  t h e  second  one  t h r e e  d a y s  a f t e r  
t h e  first .  T h e  a n i m a l s  were sacr i f iced t h r e e  d a y s  a f t e r  t h e  
s econd  in jec t ion .  T h e  absence  of h y p o p h y s i s  was  a lways  
a s c e r t a i n e d  a f t e r  t h e  sacrifice of t h e  an i ma l .  

Discussion. T h e  d i s a p p e a r a n c e  of t h e  insu l in ic  effect  of 
t h e  p l a s m a  a f t e r  t h e  r e m o v i n g  of t h e  p a n c r e a s  or  t h e  
a l l o x an  d iabe tes ,  does  n o t  logical ly requ i re  a n y  c o m m e n t .  
Howeve r ,  t h e  r ea son  w h y  in a c r o m e g a l y  (RANDLE, CAN- 
DELA, VALLADARES, a n d  CANDELA) t h e  insu l in ic  a c t i v i t y  
in  t h e  p l a s m a  is v e r y  h i g h  a n d  d i sappea r s  w i t h  h y p o -  
p h y s e c t o m y ,  h a s  n o t  been  expla ined .  RANI)LE a n d  YOUNG 
h a v e  also obse rved  t h a t  if h y p o p h y s e c t o m i z e d  a n i m a l s  
are  s u b m i t t e d  to  a n  ea r ly  t r e a t m e n t  w i t h  h o r m o n e s  for 
g rowth ,  t h e  insul in ic  ef fec t  does  n o t  d i sappear .  T h e  fac t  
t h a t  b y  t r e a t m e n t  w i t h  g lucagon,  t h e  insul inic  effect  of 
t h e  p l a s m a  is m a i n t a i n e d  w i t h i n  t h e  n o r m a l  r ange  h a s  
u n d o u b t e d  in te res t ,  a m o n g  o t h e r  reasons  because  i t  would  
sugges t  t h a t  i ts  sec re t ion  is gove rned  ( s t imula ted)  b y  t h e  
p i t u i t a r y  g land  as was  p r e s u m e d  b y  BORNSTEIN 6. 

R.  R-CANDELA 

Ins t i tu to  de Jtletabolismo y Nutr ic idn ,  Madr id  ( S p a i n ) ,  
December 24, 7959. 

Rdsumd 

L a  d i s p a r i t i o n  de  l ' e f fe t  i n su l in ique  d u  p l a s m a  que  l ' on  
o b s e rv e  apr~s  l ' h y p o p h y s e c t o m i e  n ' a  p a s  lieu q u a n d  les 
a n i m a u x  (rats) o n t  6t~ p rGa lab l emen t  soumis  b~ u n  t r a i t e -  
m e n t  de g lucagon  (0,5 m g  s u s p e n d u  en  B a y o l  F).  

Table t. Plasma Insulin Effect After Hypophysectomy 

Mean a t P 

with cystein 0.468 0.033 
without  cystein 0-486 0,037 0.857 0 -4~  P ~ 0.5 

No. 
exp. 

7 
7 

I thank Dr. P. M. GoNI for the carrying out of the pancreatecto- 
mics and hypophysectomies. 

6 j .  BORNSTEIS, Personal communication to J. L. R-CANDELA. 

The consumption of glucose induced by the plasma, either treated 
or untreated with cystein, is the sam~ in both cases. The plasma of 
the hypophysectomized rat has no insulinie effect. 

Table 5. Plasma Insulin Effect in Hypophysectomized Rat Treated 
with Glucagon 

No. Mean a t P exp. 

with cystein 0-472 0.127 9 
wi thout  cystein 0-638 0.141 2-128 P = < 0.05 9 

The insulinic effect which disappeared on hypophysectomy, reap- 
pears again. 

F u l l - g r o w n  r a t s  of b o t h  sexes  h a v e  b e e n  u t i l ized  (140 to  
180 g), c o m i n g  f rom ou r  own  s tock  a n d  fed w i t h  a ' s t a n d -  
ard '  d ie t .  T h e  a l l oxan  d iabe tes ,  p a n c r e a t e c t o m y ,  a n d  
h y p o p h y s e c t o m y  were  ca r r i ed  o u t  b y  t he  m e t h o d s  de-  
scribed in p rev ious  works  ~. The  e v a l u a t i o n  of insu l in  in  
the p l a s m a  was  ca r r ied  o u t  b y  t he  t e c h n i q u e  a l r eady  de-  
scribed I, modi f i ed  in  t h a t  on ly  0.I  c m  s of p l a s m a  were  

Beeinf lussung der Bromsulphalein-Clearance 
durch Sulfonamide beim Kaninchen 

B r o m s u l p h a l e i n  (BSP)  geh6r t  z u s a m m e n  m i t  B i l i r u b i n ,  
F luoresze in  u. a. zu e iner  G r u p p e  v o n  S u b s t a n z e n ,  we lche  
in bezug  auf  i h r  V e r b a l t e n  im B l u t  u n d  in d e r  L e b e r  
m e h r e r e  g e m e i n s a m e  Ztige anfweisen .  E i n e  d ieser  E i g e n -  
s c h a f t e n  is t  die Neigung,  m i t  den  B lu t e iwe i s sen  K o m p l e x e  
zu b i lden,  u n d  es da r f  v e r m u t e t  werdcn ,  dass  diese B i n -  
d u n g  n i c h t  n u r  fiir d e n  T r a n s p o r t  d ieser  Fa rbs to f f e ,  son-  
d e r n  a u c h  fiir  d en  A u f n a h m e m e c h a n i s m u s  in d e r  L e b e r  
i rgendwie  y o n  B e d e u t u n g  ist.  A u c h  S u l f o n a m i d e  f inden  
s ich  i m  B lu r  z u m  Tell  a n  Eiweiss  g e b u n d e n ,  wobei  sic 
B i t i r ub in  y o n  d e r  B i n d u n g s s t e l l e  zn v e r d r ~ n g e n  schei -  
nenX, L I n  d iesem Z u s a m m e n h a n g  i n t e r e s s i e r t  die F rage ,  
o b  S u l f o n a m i d e  die B S P - C l e a r a n c e  bee in f lussen  wi i rden .  

Methodik : I n j e k t i o n  y o n  5 m g / k g  B S P  i n t r a v e n 6 s ,  an -  
schl iessend I n f u s i o n  y o n  0,5 bzw.  0,75 m g / k g / m i n  B S P  
i n t r a v e n 6 s  a n  2 bis  3 kg  schwere  K a n i n c h e n  wi ih rend  e t w a  

1 G. B. ODELL, J. din. Invest. 38, 823 (1959). 
G. B. ODELL, J. Pediat. 66, 268 (1959). 
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BSP-Konzentrationen irn Plasma wfihrend kontinuierlicher Infusion an Kaninchcn vor bzw. naeh Verabreichung yon Sulfonamiden 

Dosis BSP-Infusion BSP in Plasma (rag%) 
Pr~parat mg/kg nlglkg/min vor Sulfonamid I naeh Sulfonamid [ % Abnahme 

Sulfisoxazol i. v. 

in den Magen 

Sulfasomidin i. v. 

Sulfadimethoxin i. v. 

in den Magen 

Sulfaphenazol in den Magen 
Kombinat ion von Nl-(4-Isopropoxy-benzoyl) - 
sulfanilamid + Sulfarnerazin 

Sulfamethoxypyridazin in den Magen . . . 

288 
286 
267 
293 

83 
34 

8 
8 
2 

824 
455 
229 

23 
145 

18 
81 
39 

4 
3 

224 
22 
20 

256 

334 
175 
42 

0,5 
0,5 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
(t,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 
0,75 

0,75 
0,75 
0,75 

3,2 
3,5 
8,0 
4,8 
4,2 
5,7 
4,4 
5,9 
5,0 
5,3 
9,2 
5,3 
5,4 

14,1 
4.4 
4,9 
3,9 
5,4 
5,2 
7,7 
4,0 
5,0 
7,4 

6.2 
%3 
6,0 

1,9 
1,5 
2,9 
3,0 
2,0 
1,9 
3,8 
4,4 
4,6 
2,3 
5,1 
2,1 
4,2 
5,3 
2,4 
2,1 
2,2 
4,2 
4,1 
2,8 
2,5 
3,3 
2,7 

3,1 
4,7 
2,0 

41 
57 
64 
38 
52 
67 
14 
25 

8 
57 
45 
60 
22 
62 
45 
57 
44 
22 
21 
64 
38 
34 
64 

50 
49 
67 

2 h. N a c h  E i n s t e l l u n g  e iner  r e l a t i v  k o n s t a n t e n  B l u t k o n -  
z e n t r a t i o n  V e r a b r e i c h u n g  des  zu p r i i f e n d e n  S u l f o n a m i d s  
(Sulf isoxazol  a, Su t fasomid in ,  Su l f ad ime thox in* ,  Sulfa-  
phenazo l ,  e ine  K o m b i n a t i o n  yon  N~- (4 - I sopropoxy-ben-  
zoy l ) - su l fan i lamid  + S u l f a m e r a z i n  u n d  S u l f a m e t h o x y -  
pyr idaz in )  e n t w e d e r  ebenfa l l s  i n t r a v e n 6 s  a m ,  E n t n a h m e -  
Ohr,~ ode r  in  d e n  M a g e n  d u r c h  e inen  Tage  bis W o c h e n  
v o r h e r  e ingen / ih t en  P o l y ~ t h y l e n k a t h e t e r .  

I n  Einzelf i i l len ope ra t i ve  V o r b e r e i t u n g  in  P e n t o t h a l -  
2~thernarkose  m i t  L i g a t u r  des Cyst icus,  K a n i i l i e r u n g  des  
Cho ledochus  u n d  E i n n / i h e n  eines M a g e n k a t h e t e r s ;  24 bis  
48 h sp / i te r  B S P - I n f u s i o n  a m  w a c h e n  Tier  m i t  l a u f e n d e r  
U n t e r s u c h u n g  de r  Gal le  bei  e r h a l t e n e m  e n t e r o h e p a t i s c h e m  
Kreis lauf .  B S P - B e s t i m m u n g  k o l o r i m e t r i s c h  n a c h  SELIG- 
SON et al. ~. 

Ergebnisse. W~ihrend de r  B S P - I n f u s i o n e n  y o n  0,75 m g /  
k g / m i n  s te l l te  s ich  bei  den  n i c h t  ope r i e r t en  T i e r e n  e in  
Gle ichgewich t  be i  4,89 ~ 0,63 rag/100 m l  P l a s m a  ein,  
e n t s p r e c h e n d  e iner  Clea rance  y o n  15,3 m l ] k g / m i n .  Diese r  
N o r m a l w e r t  s t i m m t  m i t  d e m  yon  L E w i s  a n g e g e b e n e n  
(16,2 ml /kg /min )  g u t  i iberein% Bei  d e n  FAllen m i t  vo r -  
gi ingiger O p e r a t i o n  w a r e n  die A u s g a n g s w e r t e  im P l a s m a  
bis  z u m  4. p o s t o p e r a t i v e n  Tag  of t  e twas  h6her .  

S u l f o n a m i d v e r a b r e i c h u n g  f i ih r te  im P l a s m a  sowohl  bei  
i n t r a v e n 6 s e r  wie bei  i n t r a g a s t r i s c h e r  A p p l i k a t i o n  zu ei- 
n e m  sehr  r a seh  e in se t zenden  u n d  a n h a l t e n d e n  A b s i n k e n  
de r  B S P - l K o n z e n t r a t i o n .  Die Gegen i ibe r s t e l lung  des le tz-  
t en  W e r t e s  u n m i t t e l b a r  v o r  u n d  des n i ed r ig s t en  W e r t e s  
i n n e r t  20 m i n  n a c h  de r  S u l f o n a m i d g a b e  w u r d e  in  de r  
Tabe l te  v o r g e n o m m e n .  E i n  f a s sba re r  E f f e k t  t r i t t  s chon  
be i  wen igen  m g  in  E r s c h e i n u n g ;  t ier  b e o b a c h t e t e  Abfa l l  
e r r e i c h t  be i  S t e i g e r u n g  de r  Su l fonamiddos i s  seh r  b a l d  e in  
M a x i m u m  y o n  e t w a  60%,  bezogen  auf  d e n  A u s g a n g s w e r t ,  
welches  a u c h  be i  m a s s i v e r  Dos ie rung  o f f e n b a r  n i c h t  f iber-  
s c h r i t t e n  wird.  

Die  A b b i l d u n g  zeigt  e inen  t y p i s c h e n  V e r s u ch  bei  kanii- 
l i e r t em Choledochus .  Bere i t s  5 m i n  n a c h  d e r  Sulfonamid-  
gabe  is t  die W i r k u n g  auf  d e n  B S P - G e h a l t  des  P lasmas  
ro l l  au s g eb i l d e t  u n d  b l e ib t  w~ihrend d e r  wei te ren  Beob- 
a c h t u n g s z e i t  v o n  t iber  1 h e r h a l t e n .  Die Gal lensekre t ion  
wi rd  vo lumenm/ t s s ig  n i c h t  bee inf iuss t ,  u n d  t r o t z  de r  ver- 
m i n d e r t e n  B l u t k o n z e n t r a t i o n  h/ i l t  s ich die K o n z e n t r a t i o n  
in de r  Gal le  u n d  d a m i t  die Aussche idungsgeschwind igke i t  
k o n s t a n t ,  Diese b e i d e n  Gr6ssen  n e h m e n  vor t ibergehend  
eher  n o c h  e twas  zu. 

Besprechung der Be/unde. N a c h d e m  in-vitro-Kontroll- 
m e s s u n g e n  e rgeben  h a b e n ,  dass  Z u s a t z  y o n  Sulfisoxazol 
zu e iner  B S P - P l a s m a l 6 s u n g  die Messwer te  n i c h t  wesent- 
l ich bee inf luss t ,  muss  a n g e n o m m e n  werden ,  dass  Sulfon- 
amide  bei  K a n i n c h e n  die  B l u t k o n z e n t r a t i o n  y o n  B S P  ira 
Ver l au f  y o n  i n t r a v e n S s e n  I n f u s i o n e n  regelm~issig u n d  algut 
zu s e n k e n  v e r m 6 g e n .  L i n e  n ah e l i eg en d e  E r k l / i r u n g  l~ige 
in t ier  A n n a h m e  e iner  Di f fus ion  des  F a r b s t o f f e s  ins Ge- 
webe  infolge V e r d r i t n g u n g  yo re  P l a s m a a l b u m i n .  E i n  ~ihu- 

3 Gantrisin (Markenname). 
Madribon (Markenname). 

5 B. SIELIGSON, J. ~{ARINO und E. DODSON, Clin. Chem. 3, 638 
(1957). 

A. E. LEwis, Amer. J. Physiol. 163, 54 (1950). 
? w A. SILVERMAN, D. H. ANDERSON~ W. A. BLANC und D.N. 

CROZIER, Pediatrics 18, 614 (1956). 
8 R.C. HARRIS, J. V. LUCEY und J. R. MACLEAN, Pedriatrics 21, 

875 095s). 
W. A. BLANC und L. Jo~soN,  J. Neuropath. exp. Neurol. ls, 

165 (1959). 
10 R. W. BRAUER und R. L. PESSOTTI, J. Pharlnacol. exp.Therap. 

97, 358 (1949). 
11 H. W. H. ANDREWS, J. PhysioL, London 143, 49 P (1958). 
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l icher  M e c h a n i s m u s  wi rd  fiir die w a h r s c h e i n l i c h  ungi in-  
stige W i r k u n g  y o n  S u l f o n a m i d e n  b e i m  I c t e r u s  n e o n a -  
t o r u m  grav i s  in  bezug  au f  da s  E n t s t e h e n  eines Kern-  
ik te rus  v e r m u t e t T - L  E i n  v e r m e h r t e s  A b w a n d e r n  yon  
B S P  ins Gewebe  erkl~irt die vo r l i egenden  B e f u n d e  j e d o c h  
insofern  n ich t ,  als die Sekre t ion  t r o t z  h e r a b g e s e t z t e n  B lu t -  
geha l t s  m i t  u n v e r m i n d e r t e r  G e s c h w i n d i g k e i t  wei te rgeh t .  
Offens ich t l ich  s te l l t  s ich ein neues  Gle ichgewich t  ein m i t  
E r h 6 h u n g  d e r  B S P - C l e a r a n c e  au f  u n g e f ~ h r  das  Doppe l t e  
der  N o r m .  

I'tacebolsg. Sultisoxazol 
13SP in Ptasr-- - R.~P in ~l l~ c - - - -o  

1 

mq I~P/min 
m ~II¢ 

31J 4U ~g bU ILl bO flu IUU IIU I:,,:um irl 

Infusion yon 0,75 mg/kglmin BSP am Kaninchen. Wghrend das 
LSsungsmittel yon Sulfisoxazol (Placebo) ohne wesentlichen Einfluss 
bleibt, ffihrt o~67 rng/kg Sulfisoxazol i. v. zu einem akuten Abfall der 
BSP-Blutkonzentration. Die BSP-Sekretion hingegen wird vorfiber- 

geheud eher noch beschleunigt 

E i n e  K r e i s t a u f w i r k u n g  de r  Su l fonamide  v o n  d ieser  
G r 6 s s e n o r d n u n g  k o m m t  n i c h t  in  Frage .  E n t w e d e r  wird  
die F a r b s t o f f a u f n a h m e  im Bere iche  der  L e b e r  e r l e i ch t e r t  
oder  de r  T r a n s p o r t  d u r c h  die Leberze l l en  h i n d u r c h  wird  
i rgendwie  besch leun ig t .  V e r m u t l i c h  h a n d e l t  es s ich u m  
einen p h y s i k a l i s c h - c h e m i s c h e n  Vorgang .  In-vitro-Ver- 
suche h a b e n  n~tmlich gezeigt ,  dass  in  G e g e n w a r t  y o n  
P l a s m a  die A u f n a h m e  y o n  B S P  d u r c h  L e b e r s c h n i t t e  ver -  
z6gert  wird  10, n .  I n  Analogie  zum Bi l i rub in ,  welches  d u r c h  
Su l fonamide  y o n  se iner  E i w e i s s b i n d u n g  ve rd rXngt  wird,  
k a n n  v e r m u t e t  werden ,  dass  Su l fonamide  a u c h  die B S P -  
E iwe i s s -B indung  i rgendwie  lockern  u n d  d a m i t  die Auf-  
n a h m e  in  der  L e b e r  e r le ich tern ,  a u c h  w e n n  es in  den  fib- 
rigen Gef~ssgeb ie ten  n i c h t  zu e inem v e r m e h r t e n  A b w a n -  
dern  ins  Gewebe  k o m m t .  

Vie l l e ich t  b e s t e h t  zwischen  ]3SP u n d  B i l i r u b i n  n o c h  
eine we i t e rgehende  ]khnl ichke i t  in  d e m  Sinne,  dass  a u c h  die 
B i l i rub in -Clea rance  d u t c h  S u l f o n a m i d e  ges te ige r t  wiirde.  
D a m i t  k 6 n n t e n  die n ied r igen  B i l i r ub inwer t e  be i  Sulfon-  
a m i d - b e h a n d e l t e n  F r i i h g e b u r t e n  s zwanglos  erkl~trt wer-  
den. E n t s p r e c h e n d e  U n t e r s u c h u n g e n  m i t  B i l i r u b i n  s ind 
im Gauge.  

M. PILLER 

Antioxidant Activity of Mouse Liver 
and Kidney E x t r a c t s  

A n t i o x i d a n t s  h a v e  been  p o s t u l a t e d  to  p l a y  a c e n t r a l  
role  in  cel lular  m e t a b o l i c  processes  b y  p r e v e n t i n g  s p o n t a -  
neous  ox ida t i ve  r eac t ions  which  m a y  yie ld  p r o d u c t s  del-  
e te r ious  to  t h e  cell 1. T h e y  m a y  be  of specific i m p o r t a n c e  
in  r e g u l a t i n g  m e l a n i n  f o r m a t i o n  b y  m a m m a l i a n  p i g m e n t  
cells 2,3, a n d  in  s t ab i l i z ing  a d r e n a l i n e  w i t h i n  t h e  a d r e n a l  
m e d u l l a  4. As ye t ,  l i t t l e  is k n o w n  c o n c e r n i n g  t h e  c h e m i c a l  
n a t u r e  of t i s sue  a n t i o x i d a n t s ,  p a r t i c u l a r l y  w i t h  r e g a r d  to  
t h e i r  q u a l i t a t i v e  a n d  q u a n t i t a t i v e  v a r i a t i o n  a m o n g  dif-  
f e r en t  m a m m a l i a n  t issues.  Severa l  i nves t i ga to r s  h a v e  
c l ea r ly  d e m o n s t r a t e d  t h e  ab i l i t y  of aqueous  e x t r a c t s  of 
m a m m a l i a n  sk in  to  i n h i b i t  t h e  a u t o x i d a t i v e  c o n v e r s i o n  
of L - 3 , 4 - d i h y d r o x y p h e n y l a l a n i n e  (DOPA)  to  m e l a n i n  in 
vitro2,~, ~. D u r i n g  a r e c e n t  s t u d y  des igned  in  p a r t  t o  cha r -  
ac te r ize  t h e  chemica l  n a t u r e  of i n h i b i t o r y  s u b s t a n c e s  in  
s k i n  e x t r a c t s  3,6, para l le l  e x a m i n a t i o n  of m o u s e  l iver  a n d  
k i d n e y  e x t r a c t s  was  m a d e  for c o m p a r a t i v e  purposes ,  T h e  
re su l t s  are s u m m a r i z e d  in t h e  p r e s e n t  r epor t .  

T h e  t e chn i c s  were essen t ia l ly  t hose  r e p o r t e d  p rev i -  
ous ly  *. Brief ly ,  l ivers  a n d  k i d n e y s  were r e m o v e d  f rom 
a d u l t  C3H mice,  d issec ted  free of a d h e r i n g  fat ,  weighed,  
a n d  s u s p e n d e d  in cold  doub le  g lass-d is t i l led  w a t e r  to  
yie ld  50 m g  w e t  we igh t  of t i s sue /ml .  Fo l lowing  h o m o g e n i -  
za t ion  in  a chi l led  P o t t e r - E l v e h j e m  homogen ize r ,  t h e  t is-  
sue  e x t r a c t s  were  s to red  a t  - 20°C. T h a w e d  e x t r a c t s  were  
c e n t r i f u g e d  a t  12,800 × g for 15 m i n  a t  0°C, a n d  a n  ali-  
q u o t  of t h e  s u p e r n a t a n t  was  t e s t e d  for  i n h i b i t i o n  of D O P A  
a u t o x i d a t i o n ;  d r y  w e i g h t  of t i s sue  e x t r a c t  was d e t e r m i n e d  
for  e ach  sample .  T h e  t e s t  s y s t e m  cons is ted  of 1 ml  5 × 
10 -3 M L-DOPA,  3 m l  0.05 M K H o P O a - N a 2 H P O ,  bu f fe r  
(pH 7.4), 0.1 ml  1.6 × 10 -4 M CuSO 4, a n d  w a t e r  a n d / o r  
t i ssue  e x t r a c t  to  a f ina l  v o l u m e  of  5-1 ml.  All  r e ac t i ons  
were ca r r i ed  o u t  in  c a l i b r a t e d  t e s t  t ubes ,  w h i c h  were  in-  
c u b a t e d  a t  37°C. P rog res s  of m e l a n i n  f o r m a t i o n  was  fol- 
lowed b y  t a k i n g  h o u r l y  r ead ings  on  a K l e t t - S u m m e r s o n  
co lo r ime te r  w i t h  a KS-42  (blue) fi l ter.  T h e  p e r c e n t  i nh ib i -  
t i on  of D O P A  a u t o x i d a t i o n  b y  t i ssue  e x t r a c t s  was  calcu-  
l a t ed  as  a f u n c t i o n  of e x p e r i m e n t a l  a n d  co n t ro l  va lues  a t  
t h e  f o u r t h  h o u r  of i n c u b a t i o n .  P r e c i p i t a t i o n  of p r o t e i n s  
was  p e r f o r m e d  b y  a d d i n g  5 M t r i ch lo roace t i c  acid (TCA) 
to  t i ssue  e x t r a c t s  (f inal  c o n c e n t r a t i o n  TCA = 0.8 M) .  
Fo l lowing  cen t r i fuga t ion ,  t h e  p r ec i p i t a t e  was  d i sso lved  in  
a v o l u m e  of 0-1 N N a O H  such  t h a t  t h e  p H  d id  n o t  ex-  
ceed 9.0; t h e  r e su l t i ng  m i x t u r e  was n eu t r a l i z ed  w i t h  HC1. 
N e u t r a l i z a t i o n  of the  s u p e r n a t a n t  was  acco mp l i s h ed  w i t h  
N a O H .  T h e  f r ac t ions  t h u s  o b t a i n e d  were t e s t e d  for  a c t i o n  
o n  D O P A  a u t o x i d a t i o n .  Tissue  e x t r a c t s  were  also t e s t e d  for  
h e a t  s t ab i l i t y ,  d ia lyzab i l i ty ,  a n d  r e v e r s i b i l i t y  of i n h i b i -  
t o r y  a c t i v i t y  b y  s u l f h y d r y l  b lock ing  a g e n t s  6. 

I n  c o n f i r m a t i o n  of H~r~SCH 7, l iver  a n d  k i d n e y  e x t r a c t s  
p r o d u c e d  a m a r k e d  i n h i b i t i o n  of D O P A  a u t o x i d a t i o n .  
L i v e r  yie lded 9.1 z[: 0.3 m g  d r y  w e i g h t  of e x t r a c t  f r om 
50 m g  w e t  weight ,  a n d  t h e  p e r c e n t a g e  i n h i b i t i o n  of D O P A  
a u t o x i d a t i o n  was 56.4 4- 3.7 p e r  0-5 m g  d r y  w e i g h t  of ex-  
t r a c t  (means  4- m e a n  S. E.  b a s e d  o n  6 d e t e r m i n a t i o n s ) .  

A bteih,ng/i~r experimenteIle Medizin der F. Ho/[mann- 
La Roche & Co. AG., Basel, d. April  1960. 

Summary 

I n v e s t i g a t i o n s  in  t h e  r a b b i t  d e m o n s t r a t e  t h a t  e v e n  low 
doses of su l fonamides  increase  B S P  c lea rance  to  a b o u t  
twice i t s  n o r m a l  level.  
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