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b i t c h ' s  co los t rum,  I t  was  also d e m o n s t r a t e d  t h a t  d u r i n g  
t h e  f i rs t  d a y s  of  suckl ing,  t h e  p l a s m a  cho l ines t e ra se  of 
p u p p i e s  increases  ~, b u t  th i s  is n o t  t h e  case for  t he  p l a s m a  
cho l ines t e ra se  of p ig le ts  6. Th i s  species di f ference,  as  welt  
as t h e  func t iona l  role of c o l o s t r u m  (and  milk)  chol in-  
es terase ,  are st i l l  u n s o l v e d  p rob lems .  
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Whi le  r i f omyc in  S a n d  r i f omyc in  SV show p rac t i ca l ly  
iden t i ca l  a n t i b a c t e r i a l  spec t ra ,  t h e y  h a v e  d i f f e ren t  a c u t e  
toxic i t ies .  T h e  LDs0 va lues  in mice b y  d i f f e ren t  admin i s -  
t r a t i o n  rou te s  are r e p o r t e d  in T a b l e  II .  Mice in fec ted  w i t h  
l e tha l  doses of v i r u l e n t  s t r a i n s  of Streptococcus haemolyti- 
cus, DipIococcus pneumoniae, or Staphylococcus aureus are 
p r o t e c t e d  b y  s u b c u t a n e o u s  or  o ra l  a d m i n i s t r a t i o n  of fifo- 
m y c i n  SV. 

Tab. I. Antibacterial activity of rifomycin S and rifnmycin SV 

Zusammen/assung 

E s  wird  gezeigt ,  dass  die Cho l ines t e r a sen  im B l u t p l a s m a  
u n d  Co los t rum v o n  H i i n d i n n e n  i den t i s ch  s ind,  u n d  dass  
Chol ines te rase  die einzige im Co los t rum v o r h a n d e n e  E s t e r -  
ase dieser  Spezies ist.  

Rifomycin  IX 1 
T w o  N e w  Antibiot ics  of Ri fomycin  Fami ly :  

Ri fomycin  S and Ri fomycin  SV 

Pre l iminary  Report 

I t  h a s  been  p rev ious ly  r e p o r t e d  2, z t h a t  the  a n t i b a c t e r i a l  
a c t i v i t y  of aqueous  so lu t ions  of r i f o m y c i n  B increases  w i t h  
ag ing  w h e n  t he  s amples  are  exposed  to  a i r  a t  r oom t e m p e -  
r a t u r e .  Th i s  p r o p e r t y  of r i f omyc in  B is s h o w n  also b y  ri-  
fomyc in  O, a p r o d u c t  wh ich  can  be o b t a i n e d  b y  o x i d a t i o n  
of r i f omyc in  B a n d  can  be  r educed  aga in  i n to  r i f omyc in  B 4. 

The  p r o d u c t s  found  in  a c t i v a t e d  so lu t ions  of b o t h  fifo- 
m y c i n  B a n d  r i f omyc in  O a p p e a r  to  be  t he  same  sub-  
s t a n c e  4. 

P r e l i m i n a r y  d a t a  are  r e p o r t e d  here  conce rn ing  some 
p rope r t i e s  of t h i s  a c t i v a t i o n  p r o d u c t  wh ich  was  n a m e d  b y  
us r i f o m y c i n  S. R i f o m y c i n  S cr is ta l l izes  f rom m e t h a n o l  as 
ye l low-orange  c rys ta l s ,  m . p .  179-181°C (dec.). ~ j ~  = 
+ 476°C (c = 0.1, m e t h a n o l ) .  R i f o m y c i n  S ha s  a weak ly  
acidic n a t u r e  (pH I /2  = 7.2; e q u i v a l e n t  w e i g h t  685); i t s  
s o d i u m  sa l t  is violet .  R i f o m y c i n  S in  buf fe r  p h o s p h a t e  
so lu t ion  p H  7.3 shows a b s o r p t i o n  m a x i m a  a t  317 m ~  

t~71% - 62). t t : l% -- 426) a n d  a t  525 mix ~ l c m - ~  k ~ 1 C r l l -  

Analysis: C 63.34; H 6.79; N 2.18; O 27.80; OCH 3 4.50; 
COCHa6.10. Calc. for CaTH4~NO,~ (m.w. 697.75) [pro- 
posed~: C63.68; H6.79, N 2.01; O 27.51; i OCH a4.45; 
1 COCH 3 6.16. 

Rifomycin S can be reduced by ascorbic acid into an- 
other antimicrobial substance, rifomycin SV. Rifomycin 
SV is a yellow-orange crystalline substance, decomposes 
at 140°C and does not melt until 300°C. [ ~  = -  4 ° 
(c = 1.0, m e t h a n o l ) .  R i f o m y c i n  SV has  a n  ac id ic  n a t u r e  
(pH 1[2 = 2.7; e q u i v a l e n t  we igh t  685); i ts  s o d i u m  sa l t  
is o range- red .  R i f o m y c i n  SV in  bu f f e r  p h o s p h a t e  so lu t ion  

t~1% _ p H  7.3 shows a b s o r p t i o n  m a x i m a  a t  223 m v  "t~lcm-- 
t rd% -- 188). t rd% -- 309) a n d  445 m~t ~ 1 e m - -  565), 314 m~t ~ l e m - -  

R i f o m y c i n  SV can  be  t r a n s f o r m e d  again ,  b y  ox ida t ion ,  
in to  r i f omyc in  S. Ana lys i s :  C 6 2 . 8 5 ;  H 7.15; N 2.08; 
O 28.01; OCHa 4.40;  COCH~6.15 .  Calc. for  CmH,gNO12 
(m. w. 699.77) ~proposed]:  C 63.50;  H 7.06; N 2.00; 
O 27.44; 1 0 C H  3 4.43; 1 COCH 3 6.15. 

B o t h  r i f o m y c i n  S a n d  r i f o m y c i n  SV show h i g h  a c t i v i t y  
a g a i n s t  G r a m - p o s i t i v e  b a c t e r i a  a n d  m y c o b a c t e r i a .  I n  t h e  
T a b l e  I, t h e  m i n i m a l  i n h i b i t o r y  c o n c e n t r a t i o n s  of t h e  two  
a n t i b i o t i c s  a g a i n s t  a l imi ted  n u m b e r  of s t r a i n s  is r epor t ed .  

Microorgauisnl 

Minimal inhibitory 
concentration )J/ml 

Rifomycin Rifomycin 
S SV 

Micrococcus aureus 
Streptococcus [aecalis 
Streptococcus haemolyticus 
Bacillus s.abtilis 
Proteus vulgaris 
Escherichia coli 
Pseudomonas aeruginosa 
KlebsielIa pneumoniae 
Mycobacterium tuberculosis H 37 Rv 
Candida albicans 

0.005 
0.09 
0.0025 
0.075 
25 
12 
25 
25 
0.05 
> 100 

0.005 
0.05 
0.0025 

1 0.075 
25 

! 25 
1 50 
i 25 
I 0.05 
i > i00 

Tab, lI. Acute toxicity of rifomycin S and rifomyci~ SV in mice 

Administration LI)so (mg]kg) values and 
route confidence limits (p = 0.05) 

Rifomycin S 

Rifomycin SV 

i, v .  
i .p .  
OS 
i , v .  
i .p .  
OS 

122 (108-138) 
258 (243-273) 

> 3000 
550 (482-627) 
625 (579-675) 

2120 (1876-2395) 
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Riassunto 

Da soluzioni  di r i fomic ina  B e r i fomic ina  O, che  p resen-  
t a n o  il c a r a t t e r i s t i c o  c o m p o r t a m e n t o  di  u n  i n c r e m e n t o  del 
t i to lo  microbio log ico  con  il t e m p o ,  ~ s t a t o  i so la to  u n  n u o v o  
an t i b i o t i co  c h i a m a t o  r i fomic ina  S. L a  r i fomic ina  S, p e r  
b t a n d a  r iduz ione  con  ac ido  ascorbico,  v iene  t r a s f o r m a t a  
in r i fomic ina  SV. 
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