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124. BIOCHEMICAL STUDIES ON HEPATIC FIBROSIS 
(X) CLINICAL USE OF LATHYROGEN (/~-MERCAPTOETHYLAMINE), 

AND CHARACTERISTICS OF PLASMA MONOAMINE OXIDASE 
RELATED TO COLLAGEN METABOLISM 

T. SHIBA, H. HOSHIKA, T. UENO, C. MINAKUCHI, J. NAKAGAWA, K. ITO and M. FUKASE 

Second Medical Clinic, Kyoto University 

It was  shown tha t  a monoamine oxidase was closely involved in cross-link format ion  o f  
collagen fibrils. 

In this  paper, some charac ter is t ics  of monoamine oxidase derived f rom connect ive tissue, 
l iver-mitochondria and plasma was compared wi th  each other.  It was found tha t  monoamine  
oxidases f rom connective t issue and plasma were non-flavin and copper containing,  inhibi ted 
by several  la thyrogens and moved toward cathode in s t a rch  gel electrophoresis .  

Contrar i ly ,  monoamine oxidase derived f rom mitochondria  of l iver have flavin and copper, 
and the act ivi ty of the  enzyme was accelerated by the lathyrogens.  Electrophoret ical ly,  t he  
enzyme showed the  mobil i ty toward anode. 

In previous repor ts  it was demonstrated,  the act ivi ty of monoamine oxidase in p lasma was 
elevated moderate ly  in chronic  hepati t is  and markedly  in l iver cirrhosis .  

In clinical t r ial ,  ~-mercaptothylamine,  one of lathyrogens,  was adminis t ra ted  to about  30 
pat ients  wi th  l iver c i r rhosis  or chronic  hepati t is .  In these patients ,  p lasma OH-proline increased 
up to 2 or 3 weeks and then decreased below the level before the adminis t ra t ion.  

Ur ina ry  OH-proline was remained unchanged. The  act ivi ty of p lasma monoamine oxidase 
decreased gradual ly  f rom the begin af te r  the  adminis t ra t ion.  

In addit ion to these  resu l t s  above mentioned, there  was observed to be a tendency to decrease  
wi th  S-GOT and S-GPT,  but  not wi th  S-alkal ine  phosphatase.  

125. ON THE EFFECT OF NEW PHENOBARBITAL DERIVATIVE 
ON INDIRECT HYPERBILIRUBINEMIA 

T. YAMAMOTO, K. SAKAMOTO, H. MANIWA, K. WATANABE, Y. TANAKA, 
T. KONOBU, T. SUYAMA, Y. NAKAO, and G. WAKISAKA 

Department of Medicine, Faculty of Medicine, Kyoto University 

Though  the effect of phenobarbi ta l  on jaundice of Gilber t ' s  syndrome was well recognized, 
the severe side effects make clinical use difficult. 5-n-Butyl-l-cyclohexyl-2, 4, 6-trioxoperhydropyri- 
midine (R Paramidine)  ~P. N.~ is commercial ly  avai lable phenobarbi ta l  der ivat ive which has  no 
hipnotic effect, and is said to develope seldom allergic reactions.  P.N. is found to have much 
less inductive effects of drug metabol is ing enzymes as compared wi th  phenobarbi ta l .  The  effect 
of P.N. on indirect  hyperbi l i rubinemia  was observed in three  cases of Gilbert ' s  syndrome and 
o ther  cases. Serum bi l i rubin  in Gilbert ' s  syndrome cases (3~4  mg/dl )  decreased to lower levels 
(1 .8~L0mg/d l ) ,  and the i r  jaundice of skin reduced considerably dur ing medication of two 
weeks. In a case of shunt  hyperbi l i rubinemia  (serum bi l i rubin  around 4 m g / d l  wi th  most  
indirect  pigment),  phenobarbi ta l  decreased bi l i rubin level to less than  2 mg/dl ,  but  b i l i rubin  
elevated to the old level when the drug was discontinued. However, b i l i rubin  was kept  lower 
level when P.N. was given af te r  the second phenobarbi ta l  therapy.  In electron microscopic 
observat ion of the  l iver biopsy specimens obtained f rom two cases of Gilbert ' s  syndrome, 
smooth endoplasmic re t iculum showed prol i ferat ion as reported fol lowing phenobarbi ta l  
adminis t ra t ion.  Salicilamide w a s  given oral ly and fract ion of glucuronide in u r ina ry  excreted 
sal ici lamide was determined af te r  t r ea tmen t  of ~-glucuronidase dur ing  P. N. administration. In 
a case of Gilbert ' s  syndrome, glucuronide fract ion increased two t imes more than  before 
adminis t ra t ion  on day 7 and decreased on day 14. In two cases of l iver cirrhosis ,  changes of 
glucuronide fract ion following P.N. adminis t ra t ion  showed the same tendency as it was 
observed in Gilbert ' s  syndrome. In cases of var ious diseases tha t  showed about  40% of 
glucuronide fraction,  the percentage was not changed by P.N. adminis t ra t ion.  


