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40th day. At  the t ime of the resorption of collagen 
structure in granuloma, the level of the comp6unds 
studied in serum was within the bounds of the norm. 

Discussion. The age changes in ultrafittrable H Y P R O  
in serum are, according to our experience, parallel with 
the decrease of the level of these substances in different 
organs (not ye t  published) 13 

The H Y P R O  containing pepfides which we did not  find 
in the serum of adult  animals increased again during the 
development  of carrageenin granuloma. The increase of 
serum H Y P R O  compounds could theoretically be ex- 
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pected in three periods of the development of fibrotic 
granuloma: (1) a t t h e  t ime of the infiltration of the sub- 
cuffs o f  the polymorphonuclear leucocytes when an in- 
creased proteolytic act ivi ty  Occurs, (2) a t  the t ime of 
collagen formation or its precursors, (3) at the t ime of the 
degradation of collagen at  the phase of the resorption of 
the granutoma. Our results favour the second possibility. 
Although the morphologicaUy provable accumulation of 
potymorphonuclears precedes the increase of ultrafittrable 
H Y P R O  in granuloma tissue, and also the serum and 
peptidic H Y P R O  correlate rather with the accumulation 
of fibrobtasts, our results are not a direct proof t h a t  
peptides are precursors of collagen. According to HoucK 
and JACOB14 who found an increase of serum H Y P R O  
during inflammation of the skin induced by croton oil, we 
expected a second peak of ultrafiltrable serum H Y P R O  
at  the phase of the resorption of collagen. Our negative 
finding could perhaps be explained by the different 
mechanism of destruction of collagen daring croton in- 
flammation, perhaps in the carrageenin granuloma. 

As the increase of the serum ultrafiltrable H Y P R O  
occurs in the early stage of the fibroplastic inflammation, 
we suppose tha t  the study of these substances could serve 
for an early diagnosis of fibrotic diseases (precirrhosis, 
presilieosis) x~. 

Zusammen]assung. Die Konzentrat ion des ultrafiltrier- 
baren Oxyprolins im Serum der Rat ten  und Meerschwein- 
chert senkt sich wiihrend des Alterns. Bei erwachsenen 
Tieren ist peptidisch gebundenes ultrafi l tr ierbares Oxy- 
prolin nicht mehr nachweisbar. XViihrend des 6.-10. Tages 
der Entwicklung des Carrageeningrazmtoms bei Meer- 
schweinchen steigt die Konzentrat ion des freien und pep- 
tidisch gebundenen Oxyprolins im Serum gleichlaufend 
mit  der ErhShung dieser Stoffe im Bindegewebe des Gra- 
nuloms, 

V. KOBRLE and M. CHVAPIL 

Department of Experimental Biology, Institute o[ Industrial 
Hygiene and Occupational Diseases, Prague (Czechoslova- 
kia), June t, t961. 

is The discrepancy of our results and of KIVIRIKKO and LIESMAA l° 
could be explained by analysing yo~lnger and older rats in our 
experiments where the decreasing trend is evident (Table). 

14 R. JAcoB and J;. C. HO~CK, Surg. Gynec. Obstet. lO9, 85 {t959). 
z5 The earrageenin was the gift of Mr. L. SToLOFF Of Seaweed 

Chemicals Inc., New Brunswick, to whom we oxpress our thanks. 

Induced Increase of Meprobamate  Metabol i sm in 
Rats Pretreated wi th  Phenobarbital  or Phena-  

glycodol  in Relat ion to Age 

In  a previous work a remarkable increase of mepro- 
bamate  metabolism in ruts pretreated with phenobarbital  
or phenaglycodot was reported I. The mechanism which 
produces an increase of meprobamate  metabolism is not  
ye t  clear but  some sort of enzymatic adaptat ion of the 
liver of the pretreated animals was supposed ~-*. In the 
work reported here, a possible difference in the induction 
capacity of increased metabolism of meprobamate be- 
tween different ages of rats was examined. 

Rats of Sprague-Dawley strain, weighing 300 g and 
180 days old (adult rats), weighing 160 g and 60 days old 
(young rats), weighing 70 g and 32 days old (immature 
rats) were used. The determination of meprobamate con- 
centrations in serum and brain was carried out according 

to the method of HOFFMAN and LUDWIG s. Phenobarbi tal  
and phenagtycodol were injected intraperitoneatly in 
doses of 80-100 mg/kg, 48 h before the injection of mepro- 
bamate  (150 mg/kg i.p.). 

Figure and Table show tha t  metabolism of mepro- 
bamate  in phenobarbital  or phenaglycodol pretreated rats 
markedly increased, and, on the other  hand, younger rats 
can metabolize meprobamate more rapidly than older 
rats. For  example:  in vlvo metabolisms of meprobamate  
by 100 g of body weight for 2 h after the injection were as 
follows: 3.5 mg for adult rats, 5.3 mg for young rats and 

1 R. KATO~ Med. exp. 3, 95 (1960). 
A. H. COUNEV, C. DAVlSO~;, R. GASTEL, and J. J. BUR~, J. Pharm. 
exp. Therap. 130, 1 (1960). 

3 R. KATO, Jap. J. reed. Sci. Pharmacol., in press. 
4 R.KATo, Neuro-psychopharmacology (Ed. Rethlin) Z, 57 (1936). 

A. J. HOFFMA• and B. J. LUDWIG, J. Amer. pharm. Assoc. 68, 
740 (1959). 
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Effect of phenobarbital or phenagtycodol pretreatment on metabolism of meprobamate in relation to age of rats 
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Age Pretreatmen t Meprobamate concentration In vivo Variation Biological Variation 
serum ([zg/ml) brain (p~g/ml) metabolism (%) hail-life 

(y.g/lO0 g/2 h) (rain) 

Adult -- 108 -4- 4.1 (12) 97 4- 3.7 (12) 35 345 
Adult Phenobarbital 84 4- 3.5 (8) 72 4- 3.5 (8) 60 + 7I 150 × 0.44 
Adult Phenaglycodol 96 4- 4.0 (8) 84 -4- 3.4 (8) 49 + 40 - -  
Young -- 92 4- 3.4 (15) 79 4- 2.9 (16) 53 195 
Young Phenobarbital 40 =[= 2.1 (8) 31 4- 2.3 (8) 104 -b 96 58 × 0.30 
Young Phenaglycodol 59 4- 3.4 (8) 59 :~: 3.5 (7) 75 + 41 - -  

Immature -- 77 ~ 2.9 (16) 65 4- 2.7 (16) 67 130 
Immature Phenobarbital 3 i 0.9 (8) 4 4- 1.1 (8) 141 +110 31 x 0.24 
Immature Phenaglycodol 28 :h 2.2 (4) 21 4-  1.8 (4) 117 -J- 75 - -  

Meprobamatc concentration was determined 2 h after the injection of meprobamate (150 mg/kg). Metabolism in vivo is represented by meta- 
bolized meprobamate during ft h after the injection of meprobamate (150 mglkg) per 100 g body weight, The numbers in brackets show 

number of the determination. 
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meprobamate concentration. 

6.7 m g  for  i m m a t u r e  r a t s ;  t h e  biological  half- l i fe  of m e p r o -  
b a m a t e  was  345 m i n  in  a d u l t  ra t s ,  195 m i n  in y o u n g  r a t s  
a n d  130 ra in  in  i m m a t u r e  ra ts .  

I t  is also d e m o n s t r a t e d  t h a t  t h e  i n d u c t i o n  of inc reased  
m e p r o b a m a t e  m e t a b o l i s m  is m o r e  r e m a r k a b l e  in  y o u n g e r  
r a t s  t h a n  in o lder  ra ts .  F o r  example ,  t h e  m e p r o b a m a t e  
m e t a b o l i s m  in  a d u l t  r a t s  was  inc reased  71% b y  t he  pre-  
t r e a t m e n t  w i t h  p h e n o b a r b i t a l ,  whi le  in  y o u n g  r a t s  a n d  in  
i m m a t u r e  ra ts ,  t h e  m e t a b o l i s m  was inc reased  96% a n d  
110% respec t ive ly ,  a n d  aIso biological  half- l i fe  of  mepro -  
b a m a t e  was  s h o r t e n d  56% in  a d u l t  ra t s ,  70% in  y o u n g  
r a t s  a n d  76% in  i m m a t u r e  r a t s  b y  t h e  p r e t r e a t m e n t  w i t h  
p h e n o b a r b i t a l .  I t  is n o t  ye t  k n o w n  w h y  t h e  l iver  of y o u n g e r  
r a t s  is more  sens i t i ve  t h a n  t h a t  of o lder  ones  in  r e sponse  
to  t h e  p h e n o b a r b i t a l  p r e t r e a t m e n t .  On  t h e  o t h e r  h a n d ,  
r e c e n t l y  i t  was  r e p o r t e d  t h a t  no  d i f fe rence  in t h e  i n d u c t i o n  
of l iver  t r y p t o p h a n p e r o x y d a s e  exis ts  in  t he  d i f fe ren t  ages  
of t h e  r a t s  used  6 

Acco rd ing  to  o u r  resul ts ,  t h e  r e g e n e r a t i n g  l iver  of t h e  
a d u l t  r a t s  was  st i l l  less s ens i t i ve  t h a n  t h e  l iver  of y o u n g  
r a t s  in  t he  i nduc t ion ,  t he re fo re  t he  fac to rs  wh ich  de te r -  
m i n e  t h e  s ens i t i v i t y  of l iver  in  t he  i n d u c t i o n  of the  e n z y m e  
b y  p h e n o b a r b i t a l  a re  n o t  r e l a t ed  to  t he  age of t he  l iver  b u t  
i t  m i g h t  be  r e l a t ed  to  some  h u m o r a l  fac to rs  in  these  an imal s .  

Riassunto. Si 6 o s s e r v a t o  che  il m e t a b o l i s m o  det  m e p r o -  
b a m a t o  ~ t a n t o  p ih  r a p i d o  q u a n t o  p i t  g iovan i  sono  i r a t t i  
u s a t i  ed  a n c h e  ehe  l ' i nduz ione  d e l l ' a u m e n t o  del  me tabO-  
l i smo in vlvo ~ t a n t o  p ih  i n t e n s a  q u a n t o  p ih  g iovan i  sono  

i r a t t i  usa t i .  R.  KATO, E.  CHIESARA, a n d  G. FRONTINO 

Istituto di FarmacoIogia e di Terapia, Universit?~ degli Studi, 
Milano (Italy), July 4, 7961. 

6 R. I. GREGERMAN, Amer. J. PhysioL 197, 63 (1959). 

Effect  o f  A m y g d a l o i d  L e s i o n s  o n  P l a s m a  C o r t i c o -  
s t e r o n e  R e s p o n s e  of  the  A lb ino  Rat  to  E m o t i o n a l  

S t r e s s  

The  r i ch  p r o j e c t i o n  of t he  a m y g d a t o i d  nuc leus  to  t h e  
h y p o t h a l a m u s  (GLooRI), sugges ts  t h a t  t h i s  l imbic  s t ruc -  
t u r e  m a y  m o d u l a t e  t h e  h y p o t h a l a m i c - h y p o p h y s i a l  re-  
sponse  to  stress.  E x p e r i m e n t s  u n d e r t a k e n  to  d a t e  h a v e  
s u p p o r t e d  t h i s  a s s u m p t i o n ,  MASON 2 f o u n d  in  t he  m o n k e y  
t h a t  p a r t i a l  or c o m p l e t e  b i l a t e r a l  a m y g d a l e c t o m y  t e m p o -  
r a r i ly  i n h i b i t e d  t h e  p l a s m a  17 -hydroxyco r t i cos t e ro id  re-  

sponse  t o  e m o t i o n a l  s t r e s s  (ba r -p ress ing  to  avo id  e lect r ic  
shock) ,  d e l a y i n g  p e a k  o u t p u t  as  m u c h  as  6 h.  T h i s  ef fec t  
was  on ly  o b t a i n e d ,  howeve r ,  a t  4 weeks  fo l lowing t h e  
ope ra t i on .  Th i s  work  sugges t s  t h a t  t h e  a m y g d a l a  n o r m a l l y  
boos t s  A C T H  secre t ion  in  t h e  m o n k e y .  MARTIN ~ e t  al.  
f o u n d  h i g h  a d r e n a l  v e n o u s  co r t i cos te ro id  o u t p u t  in  dogs  

i p. GLOOR, EEG Clin. Neurophysiol. 7, 223 (1955); 7, 243 (1955). 
J. W. MASON, Amer. Psychosom. Soc., Montreal, March 26 (1960); 
Psychosom. Med., in press. 

3 j .  MARTIN', E. ENDROCZI, and G. BATA, Acta physio, Hung. 14, 
131 (1958). 


