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wesenhei t  einer Benzy lg ruppe  (m/e = 91) und yon zwei 
CHaS-Gruppen (m/e = 307 und  260). 

Die nachgewiesenen  S t ruk tu re lemente ,  in denen  s~Lmt- 
liche Atome  des Metabol i t en  erfasst  worden  sind, bedin-  
gen das Vorl iegen einer bicycl ischen S t ruk tu r ;  daraus  
ergeben sich zwangsliiufig fiir Gliovict in und dessen O- 
Ace ty l -Der iva t  die Fo rme ln  la  bzw. l b ,  worin lediglich 
die re la t ive  und  absolute  Konf igura t ion  u n b e s t i m m t  
bleiben. Gliovict in geh6r t  d e m n a c h  zur Reihe jener  
schwefelhal t igen mikrobiel len Metabol i ten  wie Oliotoxin,  
2, und Spor idesmin  D, 3, deren  E n t s t e h u n g  durch  nach-  
tr/igliche Funkt iona l i s i e rung  eines Dike top iperaz invor -  
1/iufers gedeu te t  werden  kann  3. 

In  einer kiirzlich e rschienenen  Arbe i t  3 ist  die yon  uns 
dem Oliovict in zugetei l te  S t ruk tu r  fiir einen Metabo-  
l i ten vorgeschlagen worden,  welcher  neben  zwei s t ruk-  
turel l  v e r w a n d t e n  Stoffen yon einem nich t  n~Lher ident i-  
f iz ier ten Pilz gebi ldet  worden  ist. Die dor t  angegebenen  
phys ika l i schen  D a t e n  re ichen fiir eine e indeut ige  Ident i -  
f iz ierung der  zwei Subs tanzen  n ich t  aus. 

Summary. Gliovictin, a new metabo l i t e  of Helmin- 
thosporium victoriae, is shown on the  basis of i n s t rumen ta l  
analysis  to possess s t ruc tu re  l a .  
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Anti inf lammatory Activity of the New Mould Metabolite 11-Desacetoxy-Wortmannin 
and of Some of its Derivatives 

l l - D e s a c e t o x y - w o r t m a n n i n  (1 ; C~1H2~O 6; m.p.  178- 
180 ~ is a new metabol i te ,  which we have  isolated f rom 
the  cul ture  f i l t ra te  of Penicillium /uniculosum Thorn 1. 
St ruc tu re  I is based on spect roscopic  evidence and 
chemical  correla t ion 1 w i th  w o r t m a n n i n  (2) 2-4. 1 shows 
only  weak an t i fungal  ac t iv i ty  b u t  is a h ighly  act ive 
a n t i i n f l a m m a t o r y  agent .  This in te res t ing  p roper ty ,  
t aken  toge the r  wi th  t he  s teroid-l ike s t ructure ,  induced  us 
to p repare  der iva t ives  of 1 and  2. In  ana logy to t he  
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known a n t i i n f l a m m a t o r y  steroids,  our main  goals were 
the  in t roduc t ion  of a cort icoid side chain a t  pos i t ion 17 
and  the  t r ans fo rma t ion  of the  ace toxy  group at  C-11 
into an alcohol or a ketoneS. 

In  Table  I, the  a n t i i n f l a m m a t o r y  p o t e n c y  of 11-des- 
a c e t o x y - w o r t m a n n i n  (1) is compared  wi th  d e x a m e t h a -  
sone, i ndome thac in  and pheny lbu tazone .  11-Desacetoxy- 
w o r t m a n n i n  (1) has a s t rong  an t i i n f l ammato ry  effect  
on acute  edema,  as well as on phlogist ic  t issue prolif-  
erat ion.  I t s  ac t iv i ty  in inhib i t ing  the  carrageenin  
paw edema is abou t  1/4 of t h a t  of dexame thason ,  b u t  
i t  equals  t he  ac t iv i ty  of i ndome thac in  and  is abou t  6 
t imes  more  p o t e n t  t h a n  pheny lbu tazone .  Analog s tudies  
wi th  bi la tera l ly  adrena lec tomized  ra ts  gave similar  
results.  Thus  s t imula t ion  of the  adrena l  glands is of 
minor  impor t ance  for the  act ion of 1. In  the  g ranu loma 
pouch  tes t  i t  is less act ive t h a n  dexamethasone ,  bu t  as 
good or be t t e r  t h a n  the  non-s te ro ida l  agents.  In  develop-  
ing a d j u v a n t  a r th r i t i s  in rats,  1 has no effect  on the  
p r i m a r y  swelling in t he  in jec ted  paw, bu t  it  reduces  the  
s y m p t o m s  of a general ized ar thr i t i s .  
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Table I. EDs0 in mg/kg per os 

Specialia EXPERIENTIA 30/2 

Freund adjuvant arthritis r 

Carrageenin Granuloma Primary swelling Generalized arthritis Improved grip 
paw edema b pouch test o function 

day of appl. day of application 
Exudate Tissue 0-14 0 14 12-16 on day 16 

Toxicity DLso 
(mg/kg p.o.) 

ll-Desacetoxy- 2> 3 2 3 > 1 0.7 2 2 • 0.3 mg/kg/day 28 
wortmannin (1} resp. 2 ~ 63% 
Dexamethasone 0.5 0.03 0.1 0.05 < 0.05 0.3 0.3 mg]kg/day > 3  

85% 
Indomethacin 2 2 -- f 0.5 -- * -- ~ i mg/kg/day 10 

12% 
Phenylbutazone 13 65 -- f 50 32 _ r 100 mg/kg/day 215 

46% 

The animals used were male resp. female rats of the Jffa Credo strain or Wistar strain depending on the test. The test substances were 
given in an appropriate solvent or suspended in 0.5 % tragant, b The experimental paw edema was produced by a 1% Carrageenin suspension 
according to the method described by WINTER 6. ~ The granuloma pouch was performed according to SELYE'S 7 technique, modified by 
TsvRu~uji 8. a The Freund adjuvant arthritis, carried out according to a modified method described by NEWBOULB 9, was chosen as an exper- 
imental model of a generalized arthritis, e 4 times daily before carrageenin injection, f No or only weak activity at reasonable doses. 

Table I I. 

Compound Carrageen paw edema Granuloma pouch test Toxicity DL~0 

mg/kg p.o. 3 h mg/kg p.o. ~ Exudate Tissue 

1 3 --41% 1 --15% --13% 
2 --55% --43% 

2 0.1 --33% 0.1 --  6% - -  7% 
1 --33% 0.3 --67% --51% 

3 0.3 0% 0.3 --19% +10% 
1 --25% 0.9 -- 9% --14% 
3 --75% 1.3 --50% --42% 

EDs0 = 1.7 mg/kg ED50 (exudate) : 1.3 mg/kg 

4 30 --24% 31 +13% +23% 

s lO 0% 3 +12% - 3% 

6 10 --53% 0.9 +29% + 4% 
30 --61% 6 --57% --73% 

28 mg/kg p.o. 

> 3  <10 mg/kg p.o. 

7 • 1.3 mg/kg : 
weight loss 
-- 160 % compared to control 

7 x 6 mg/kg: weight loss 
--300% compared to control 

2:0.1 mg/kg/day: no activity Qn Freund adjuvant arthritis; 3 :1  mg/kg/day: weak activity on Freund adjuvant arthritis. 
Doses calculated from food iv~take 

I n  e s t ab l i shed  a d j u v a n s  a r t h r i t i s  1 s h o w s  a dose-  
d e p e n d e n t  i n h i b i t i o n  of p r i m a r y  a n d  s e c o n d a r y  a r t h r i t i s ,  
r e s u l t i n g  in  a n  i m p r o v e m e n t  of t h e  g r ip  f u n c t i o n  10. 

I n  c o n t r a s t  do d e x a m e t h a s o n e  1 i nh i b i t s  t h e  p a w  
e d e m a  m a r k e d l y  on ly  a f t e r  s o m e  d a y s  of p r e t r e a t m e n t ,  
h a s  l i t t le  effect  on  t h e  p r i m a r y  swel l ing  of t h e  a d j u v a n t  
a r th r i t i s ,  a n d  lowers  t h e  rec ta l  b o d y  t e m p e r a t u r e  in 
n o r m o t h e r m i c ,  b u t  n o t  in h y p e r t h e r m i c  ra t s .  

I n  acu t e  t o x i c i t y  t e s t s  on  ra t s ,  1 h a d  a LDs0 of 28 
m g / k g  p e r  os a n d  51.5 m g / k g  i.p. 1 is m u c h  m o r e  t ox i c  
a f t e r  r e p e a t e d  a p p l i c a t i o n  o r  o n  a d r e n a l e c t o m i z e d  ra t s .  
I n  R h e s u s  m o n k e y s  a s ingle  s u b c u t a n e o u s  dose  of i or  
3 m g / k g  c a u s e d  w e a k n e s s ,  dec reased  mot i l i t y ,  i n c o o r d i n a t -  
ed b e h a v i o u r  a n d  anorex ia .  

I n  Tab l e  I I  t h e  r e su l t s  of s o m e  a n a l o g u e s  of  1 are  
s u m m a r i z e d .  I n t e r e s t i n g  is t h e  fac t  t h a t  t h e  i n t r o d u c t i o n  
of a cor t i co id  s ide c h a i n  (4 a n d  5) c aused  a c o m p l e t e  
loss of  t h e  a n t i p h l o g i s t i c  ac t iv i ty .  

Zusammen/assung. l l - D e s a c e t o x y - w o r t m a n n i n  (1) i s t  
e in n e u e r  P i l z m e t a b o l i t  aus  Penicillium /uniculosum 

Thorn ,  der  d u r c h  seine s t a r k e  e n t z i i n d u n g s h e m m e n d e  
W i r k u n g  bet  v e r s c h i e d e n e n  T i e r m o d e l l e n  auff~illt, Die  
E i n f i i h r u n g  e iner  C o r t i c o i d - S e i t e n k e t t e  in das  Molekiil  
f i ih r t  z u m  volls t~indigen V e r l u s t  der  Aktivit~tt .  
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