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Tabelle I I  

13153. 
14697. 

14080. 

14081 
13485 
13486. 
13540. 

14063 

13286 

14698. 

14844. 

14055. 

DemecoIcin 
Colchicin 

Pr~iparat Chemisehe Bezeichnung 

R = NHCH~ 
NHC~Ha 
/~- ~* / C H  a 

rit~r~\CHa 
NHCH2CH~OH 
NHCH~CH = CH~ 
NHCH~CH~CH~CH~ 
NH (CH~),CH' s 

~CH~ 

N I C H  ° 

N / C *  Hs 

\GH~ 
.CH, 

OCH s 

Bakteriostatische Wirkung Bakterizide Wirkung 

Slaph. aureus E. eoli Staph. aureus E. coli 

Spur > 1,0 
> 1,0 2> 1,0 

> 1,0 > 1,0 

> 1,0 > 1,0 
1,0-(0,5) > 1,0 
1,0-(0,5) > 1,0 
0,01-0,005 0,5-0,1 

0,1 > 1,0 

> 1,0 > 1,0 

> 1,0 7> 1,0 

> 1,0 2> 1,0 

Spur > 1,0 

> 1,0 > 1,0 
> 1,0 2> 1,0 

> 1.0 
> 1,0 

1,0 

> 1,0 
~> 1,0 
,o-(0,5) 

0,1-0,05 

0,5 

2> 1,0 

2> 1,0 

> 1,0 

Spur 

> 1,0 
> 1,0 

> 1,0 
> 1,0 

2> 1,0 

> 1,0 
:> 1,0 
2> 1,0 
;> 1,0 

2> 1,0 

2> 1,0 

:> 1,0 

> t,0 

> 1,0 

> 1,0 
1,0 

h ins i ch t l i ch  e iner  b e s t i m m t e n  E i g e n s c h a f f  r e z ip rok  zu 
v e r h a l t e n  u n d  e ine  gewisse Spez i f i t~ t  de r  h e r v o r g e b r a c h -  
t en  W i r k u n g s -  bzw.  K o n s t i t u t i o n s ~ n d e r u n g  zu zeigen.  

R. M~IEg, B. SCHXR u n d  L. NEIPP 

A u s  den Biologisehen Laboratorien der C I B A  Ak t ien-  
gesellschaft, Basel,  den 22. Oktober 7053. 

S u m m a r y  
A ser ies  of  d e m e c o l c e i n a m i d s  was  e x a m i n e d  in vitro 

on ch icken  f ib rob las t s ,  l eucocytes ,  and  d i f f e ren t  bac te r ia .  
I t  was  f o u n d  t h a t  w i t h  inc reas ing  l eng th  of t h e  s ide 
cha in  on r ing  C t h e  a n t i m i t o t i c  a c t i v i t y  is dec reas ing  
while  t he  a n t i b a c t e r i a l  e f fec t  is increas ing.  

D e m e c o l c e i n a m i d e  

Aus den  Knol l en  1, ]31iiten~, ]31~ittern ~ u n d  Samen*  der  
Herbs tze i t lo se  isol ier te  zuers t  SANTAVY die S u b s t a n z  F,  
deren  K o n s t i t u t i o n  in den  A r b e i t e n  yon  ~ANTAVV, 

1 F* ~ANTAVY, Chem. Listy 42, 177 (1948); Chem. Abstr. 4g, 9518 
(1950); Pharm. Acta heir. 25, 248 (1950); Zbl. Chem. 19~Z, 3844. 

F. ~ANTAVV, Coll.Trav.Chim.Tch6coslo~¢, 16, 55~ (1950); Chem. 
Abstr. 46, 126 (1952). 

3 F. ~A.t~T,~V'¢, J. LleovA und E. COUF~,LXK, ~ekosloveuska Ia~- 
macie 1,fi39 (I952) ; Chem. Abstr. 46. 10545 (195~). 

4 F. 8ANTAVV. und M. TALAS, Chem. Listy 47, 23~ (1953). 

~VINKLER u n d  ]~EICHST]EIN 1 sowie Yon UF~'ER, SCHIND- 
LER, ~ANTAVY u n d  I~EICHSTEIN 2 aufgekl~trt  wurde .  Es  
h a n d e l t  s ich  d a r n a c h  um das  D e s a c e t y l - N - m e t h y l c o l c h i -  
cin, d e m  der  N a m e  Demeco lc in  gegeben  wurde .  D e m  Ver-  
s e i f u n g s p r o d u k t  k o m m t  d a h e r  in  Analogie  zum Colchi-  
cein die B e z e i c h n u n g  Demeco lce in  zu. VVir s e t z t e n  das  
Demeco lc in  m i t  A m i n e n  u m  u n d  e rh ie l t en  dabe i  die 
D e m e c o l c e i n a m i d e  3, d e n e n  als M i t o s e - I n h i b i t o r e n  einige 
B e d e u t u n g  z u k o m m t .  Wi r  geben  h ier  die p h y s i k a l i s c h e n  
E i g e n s c h a f t e n  der  yon  uns  he rges t e l l t en  u n d  in u n s e r n  
p h a r m a k o l o g i s c h e n  L a b o r a t o r i e n  gepr t i f t en  V e r b i n d u n -  
gen b e k a n n t .  A. UFFER 

Forschungslaboratorien der C I B A  Ahtiengesellschaft, 
Pharmazeutische Abtei lung,  Basel, den 23. OMober 1953. 

Sumvnary  

The  phys ica l  d a t a  of a n u m b e r  of D e m e c o l c e i n a m i d e s  
are  descr ibed .  

I F. ~ANTAVY, R. WItCKL~X und T. REZCHSTEIS, Helv. chim. 
Acta 36, 1319 (1953). 

A. UFFER~ O. SCHINDLER~ F. ~ANTAVY und T. REICHSTEIN, 
Helv. chim. Acta •7, 18 (1954). 

3 Uber Colchiceinamide siehe: S. ZEISEL, Mh. Chem. 9, 1 (1888).- 
H. LETTR/~, Angew. Chem. 5a, 265 (1942). - H. LE~TR~: und F. FER~- 
HOLZ, Z. physiol. Chem. 278, 175 (1943). - H. LETTR~, Angew. Chem. 
63, 421 (1952). - F. SANTAVY, Chem. Listy 16, 280 (1952). - A. UFFER, 
Helv. chin]. Acia 3,5, 2135 (1952). - P. BELLET und P. REGNIEg, 
Soc. Chem. 20, 756 (1953). - J. h HARTWELL, M. V. NADXARNI und 
J. LEITER, Amer. chem. Soc. 74, 3180 (I952}. - R. M. HOROWITZ und 
G. E. ULLVOr, Amer. chem. Soc. 74, 587 (1952). 
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CH,O\/~,/--~ 

I If 
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Demecolcin 
R = OCH s 

in Chlf. t 
R Formel Smp. [~t]D c 

NH s 
NH. CH a 
NH. CzH ~ 

/ C H a  
N H . C H (  

XXCH, 
NH.C~Ha 
NH- CH~" CH =CH~ 
N H ' C H f  C H f  OH 

NI @ 

/C~H~ 

N~xC,H~ 

N ( ~ !  He 

\ CH, 
/ 

N 
\ 

C~o%4041~ 
C21H~,O4N, 
C~2H~sO4Nz 

q3HaoO~Ns 

C~4Ha¢O4N~ 
CIzH~804N~ 
q~H~sO~N~ 
C~H~O,Nz 

CnH~sO4Ns 

CaHa204N~ 

C2zH2~O4N~ 

CaH~oO4N, 

CzsHa204N~ 

120-122 ° 
213414 ° 
125-126 ° 

159-1600 

128-129 ° 
141-142 ° 
94-96°/147-149 ° 

166-168 ° 

130-137 

137-1380 

146-147 

172-174 ° 

151-157 

- 1 2 6  ° 
- 8 0 0  

- 7 0  ° 

- 8 0  ~ 

- 5 8  ° 

- 7 0  ° 

- 8 8  ° 

- 7 6  ° 

+ 3 2 5  ° 

+450 ° 

- 90* 

+534 ° 

+ 76* 

1,072 
0,688 
1,05 

0,975 

0,571 
0354 
1,025 

0,985 

0,915 

0,535 

0,815 

1,045 

0,99 

2Y 
240 
27 ° 

2 ¢  

30 ° 
30 ° 
240 

240 

31 ° 

26 ° 

270 

22 ° 

24* 

/~fittlerer Fehler der Drehungsbestimmung = + 3 °. 

S t u d i e s  o n  O r ~ a n t c  F l u o r i n e  C o m p o u n d s  II 1 

Esters  o /Oxalo / luoroace t ic  Ac id  

The b iochemica l  m e c h a n i s m  of f luoroaceta te  poison- 
ing which has  been  e x t e n s i v e l y  s tud ied  dur ing these last 
years z has been  descr ibed  by  MARTIUS 3 and PSTERS 
et al. 4 as f o l l o w s : - F h o r o a c e t a t e  is enzymat ica t ly  con- 
vet ted  in to  a f h o r o t r i c a r b o x y l i c  acid, and the  la t te r  
blocks t he  KREBS cycle  a t  t he  s tage  of ci tr ic  acid con- 
version, t h u s  caus ing  accumula t i on  of this  acid in the  
poisoned t issue.  

In  the l igh t  of  th is  theory ,  i t  appeared  tha t  a s t udy  
of the  biological  b e h a v i o u r  of monof luoro-der iva t ives  of 
other  i n t e rmed ia t e s  of the  KREBS cycle no t  only migh t  
contr ibute  t o  a b e t t e r  unde r s t and ing  of the  mode of 
action of f luoro-ace t ic  acid,  bu t  also enhance  our know- 

t Part I: E. BERGUANN and I. BLANK, J. chem. Soe., in press 
(lasa). 

2 G. R. BARTLETT and E. S. G. BARRON, J. Biol. Chem. 70, 67 
(1947). - M. B. CHENOWETH, PharmacoL Rev. 1, 383 (1949). 

a C. MARrIUS, Ann. Chem. 561, ~27 (1949). 
4 R.A.P~TERS, Proc. roy. Soe. [B] 139,143 (1952).- R.A. PETERS, 

R. W. WAKEUN, and P. BUFFA, Biochem. J. 50, 13 (195~}. - R.A. 
PETERS, Proe. roy. Soe. [B] 1t0, 497 (1953). 

ledge of the steps involved  in the t r icarboxyl ic  acid 
cycle. To our knowledge, no such fluorine compounds  
have  been prepared so far, 

The present  note reports  on the preparat ion of esters 
of oxalofluoroacetic  acid and some of thei r  biological 
properties.  

Diethyl  sodio-oxalofluoroacetate  was prepared by  
CLAISEN condensat ion of diethyl  oxala te  and e thyl  flu- 
oroacetate  in the  presence of alcohol-free sodium etho-  
xide as condensing agent  in yields of 80-85 %. The iree 
ester was obta ined from the  enolate by  acidif icat ion to 
p H  = 2 and ext rac t ion  with ether.  B.p .  120-122/9 ram. 
d] 0 1.261; n~  1.42; MR, calc. 42.16; MR, found 42.38. 
Anal.  Calc. for CsHttOsF: C, 46.6; H, 5.3. F o u n d :  C, 
46.7; H, 5.8. 

Wi th  alcoholic ferric chloride solution, the ester  gave 
the character is t ic  deep red color reaction.  I ts  infra-red 
spec t rum showed the  C - F  band a t  1094 cm - t .  For  
fur ther  identif ication,  the d in i t rophenylhydrazone  of the  
ester  was prepared;  i t  melted a t  124 °. Anal. Calc. for 
CI4H15N,OsF: C, 4Y7; H, 3'9; N~ 14.5. Found :  C, 44.2; 
H,  4.0; N, 13.9. 

At tempts  to prepare oxalofluoroacet ic  acid by sa- 
ponif icat ion of the  ester wi th  cold concent ra ted  hydro-  
chloric acid, were unsuccesful. Therefore,  the correspond- 
ing di- t-butyl  ester  was prepared by condensat ion  of 


