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Potentiation of the Cancerostatic Effect of 6-Aza-  
uridine and 6-Azacytidine with 5-Bis - (2-chloro-  

ethyl)arninomethyluracil  

R e c e n t  cl inical  t e s t s  w i t h  6-azauridine,  car r ied  ou t  in 
th i s  coun t ry ,  ind ica te  t h a t  th i s  drug  m a y  in some cases 
b r ing  a b o u t  remiss ion  of leukaemia  as well as some degree  
of regression of cer ta in  solid tumours .  The  dose requ i red  
to  achieve  these  effects  is, however ,  r a t he r  large (100 to  
300 mg/kg  weight) .  Fo r  th is  reason we h a v e  a t t e m p t e d  to  
p o t e n t i a t e  t h e  effect  of 6-azaur idine b y  cance ros ta t i c s  of 
o the r  types .  We  h a v e  now found t h a t  t he  e f fec t  of 6- 
azaur idine ,  as well as of 6-azacyt id ine  1, is m a r k e d l y  
p o t e n t i a t e d  b y  5-b i s - (2-ch loroe thy l )aminomethylurac i l  
(b i s -ch lo roe thy lamino thymine ,  BCEAT),  a cy to s t a t i c  
a g e n t  recen t ly  syn thes i sed  in these  Labora to r i es  *. 

Resu l t s  of our  e x p e r i m e n t s  on Ehr l i ch  asci t ic  t u m o u r s  
are  s u m m a r i s e d  in t h e  Tables  I a n d  I I .  The  t u m o u r s  
e m p l o y e d  are  prac t ica l ly  insens i t ive  to  6-azauridine.  How-  
ever,  w h e n  appl ied  in combina t i on  w i t h  B C E A T  the  
surv iva l  t ime  of the  expe r imen ta l  an imals  is increased to  
as m u c h  as twice t h a t  of the  u n t r e a t e d  controls .  The  
super io r  p roper t i e s  of  B C E A T  as c o m p a r e d  wi th  t he  
wide ly  employed  t r i ch lo roe thy l amine  hydroch lo r ide  (TS- 
160 Spofa) are  c lear ly  ev iden t  f rom Table  II .  I n  t he  case  
of solid Ehr l i ch  t u m o ur s  (Table I I I )  p o t e n t i a t i o n  by  
m e a n s  of B C E A T  appear s  to  be  s ta t i s t i ca l ly  s igni f icant  in 
the  case of 6-azacyt id ine  b u t  no t  in t he  case of 6-aza- 
uridine.  

Zusammen/assung. Es  wird  gezeigt ,  dass  die cancero-  
s ta t i sche  W i r k u n g  yon  6-Azauraci l  und  6 -Azacy t id in  bei  
M/iusen du rch  5-Bis - (2-ch loroe thy l )aminomethylurac i l  
s ign i f ikan t  po tenz i e r t  wird.  

Tab. I. Ehrlich tumour (ascitie form). 20 x 106 cells were given i.p., 
therapy initiated on the day following inoculation, the drugs ad- 

ministered daily i.p. in physiological solution. 

Daily dose Total number Average Number 
of doses survival of mice 

mg/kg time 

Controls -- -- 12.5 12 
Azauridine 250 8 13.3 12 
BCEAT a 0.25 13 18.3 12 
BCEAT and a 0.25 14 26.0 11 
Azauridine 250 14 

a p < 0.001 

Tab. II. Ehrlich tumour (ascitie form). 15 × 10* cells i.p., therapy 
initiated on the day following inoculation, the drugs given daily i.p. 

in physiological solution. 

Daily Total Average Number 
dose number survival of mice 
mg/kg of doses time 

Con trois -- -- 12.9 13 
BCEAT a 0.25 14 17.8 10 
Triehloroethylamine 
hydrochloride 0.20 e I l d 13.6 10 
Trichloroethylamine b 
hydrochloride and 0.20 I I d 16,8 I0 
azauridine 500 l I 
BCEAT and a 0.25 14 23.2 9 
azauridine 500 14 

a p < 0.001. b p < 0.02. e Equimolar with BCEAT. d The number of 
doses could not be increased; the animals began to die on the 1 t th day. 

Tab. III. Ehflich tumour (solid form). 20 x l0  s cells were trans- 
planted s.c., therapy initiated on the fourth day following inoculation, 
the drugs administered daily i.p. in physiological solution. The mice 
were killed on the I5th day following transplantation, weighed and 

the average weight of the turnouts for each group determined. 

Daily Total Average Average Number 
dose number weight weight of mice 
mg/kg of doses of tumour of mice on 

the 15th day 
after trans- 
plantation 

Controls -- -- 379 29.4 11 
Azacytidine 250 9 345 27.1 10 
Azacytidine a 250 9 261 24.4 10 
and BCEAT 0.25 9 

a p < 0.05 
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Gonadotrope Wirkung von Spermaextrakten 

NUKARYIA 1 zeigte,  dass  d u r c h  Spe rma in j ek t i onen  Ka-  
s t ra t ionsfo lgen  bei c~ R a t t e n  tei lweise au fgehoben  we rde n  
k6nnen.  FULCONIS und  CmnpPoNI ~ sowie VARGAS 3 zeigten,  
dass  S p e r m a i n j e k t i o n e n  die Re i fung  der  Foll ikel  herbei -  
f i ihren und  dass die Ver / inderungen  am Ovar  j enen  n a c h  
G o n a d o t r o p i n v e r a b r e i c h u n g  gleichen.  In  e iner  frf iheren 
Arbe i t  (CHUR'f 4) k o n n t e n  wi t  die oben  e r w ~ h n t e n  Befunde  
bes t~ t igen  und  ferner  zeigen, dass  auch  resorb ie r tes  
S p e r m a  ahnl ich  wirkt .  Alle diese Befunde  f i ihr ten  uns  zur  
A n n a h m e ,  dass  b e s t i m m t e  Spe rma-S to f f e  ffir die e rw~hn-  
t en  V e r a n d e r u n g e n  v e r an twor t l i ch  sind. Die f o l g e n d e n  
Versuche  d i e n t e n  de ren  E r m i t t l u n g .  

Als Versuchsmate r i a I  b e n u t z t e n  wir  infant i le  R a t t e n  
u n d  M~useweibchen,  die in 9 Gruppen  getei l t  wu rden  
(siehe Tabelle).  

Gruppe Zaht Versuchsdaten und Bemerkungen 
der 
Tiere 

I 11 Ratten, Spermaextrakt, ges. Menge 2,4 ml 
II 8 Ratten, Spermaextrakt, ges. Menge 3,6 ml 
III 7 Ratten, Spermaextrakt, inaktiviert, 2,4 ml 
IV 15 Ratten, Azetonpr/izipitatliisung 2,0 ml 
V 17 M~iuse, Spermaextrakt, ges. Menge 1,2 ml 
VI 13 Mfiuse, Azetonpr~izipitatlSsung 0,8 ml 
VII 9 Ratten, Kontrolltiere, Physiol. L6sung 
VIII 10 M/iuse, Kontrolltiere, Physiol. L6sung 
IX 10 Ratten, FSH, Kontrolltiere, ges. Menge 0,5-1,0 R.E. 
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