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The  p r e sen t  resu l t s  are i'n a g r e e m e n t  w i t h  p rev ious  
f ind ings  where  no  d e t e c t a b l e  a m o u n t s  of free A1-TI-IC-7 - 
oic acids could  be  found  a f t e r  a d m i n i s t r a t i o n  of zP-THCL 
To  be  e l imina ted ,  i~c appea r s  t h a t  t he  free acids need  f u r t h e r  
h y d r o x y l a t i o n  (IVa, b) a n d / o r  con juga t ion .  

The  resul t s  p r e sen t ed  in th i s  p a p e r  in  c o n j u n c t i o n  w i t h  
those  in  t he  l i t e ra tu re ,  p a r t i c u l a r l y  t he  r ecen t  observa-  
t ions  b y  BURSTEIX et  al. a, m a k e  possible  a t e n t a t i v e  
p a r t i a l  de l inea t ion  of t he  overa l l  T H C  m e t abo l i s m .  In  
t he  case of A 1-THIC, t h e  in i t ia l  conve r s ion  1, 2 is o x y g e n a -  
t ion,  m a i n l y  a t  C-7, b u t  also a t  C-6, and  as a n  epoxide  1~, ~* 
on  C-1, C-2. W i t h  A*-THC, o x y g e n a t i o n  t akes  place  on  
C-7, on  C-5 ~, ~ a n d  on  t he  side cha in  (1"  a n d  3 " - h y d r o x y -  
A~-THC). Some of t h e  mono  o x y g e n a t e d  T H C ' s  are  
b io logica l ly  ac t ive  a n d  m a y  r ep re sen t  t he  ac tua l  ac t ive  
species in  t he  b o d y  1,~,1~. Others ,  such  as l " h y d r o x y -  
A~-THC and  6-keto-Al~THIC, show no a c t i v i t y  (rhesus 
monkey) .  I t  shou ld  be  p o i n t e d  ou t  t h a t  t he  va r ious  
m e t a b o l i t e s  h a v e  been  i so la ted  in s tud ies  w i t h  d i f fe ren t  
a n i m a l  species or a n i m a l  o rgan  h o m o g e n a t e s  a n d  m a y  
n o t  all be r e l e v a n t  to  h u m a n  m e t abo l i s m .  However ,  
7-OH-A1-THC, 6~ an d  6~-hydroxy-A~-THC h a v e  b e e n  
iden t i f i ed  as m e t a b o l i t e s  of A~-THIC in  m a n ~ ,  1~. The  
THC-7-oic  acids,  on  t he  bas is  of the  p re sen t  repor t ,  are  
fo rmed  b y  f u r t h e r  m e t a b o l i s m  of t he  r e spec t ive  7 -hydroxy-  
THC's .  The  7-a ldehydo  c o m p o u n d s  are poss ible  in ter -  
med ia t e s  lL The  acids are excre ted  m a i n l y  as wa te r -  
so luble  ' con juga tes ' ,  t h e  n a t u r e  of wh ich  is as ye t  u n k n o w n .  
All  t h e  T H C  7-oic acids, i nc lud ing  those  h y d r o x y l a t e d  on  
t h e  side chain,  on  the  bas is  of t he  p r e s en t  repor t ,  are 
p r o b a b l y  i n a c t i v e  and  r ep re sen t  the  final,  or one oi  t he  
final,  de tox i f i ca t ion  stages.  Ve ry  l i t t le ,  if any,  u n c h a n g e d  
THC's ,  or m o n o  o x y g e n a t e d  T H C ' s  are  excre ted  as such  ~. 

Zusammen/assung. 7 - H y d r o x y - d  ~ - t e t r a h y d r o c a n n a b i n o l  
(7 -hydroxy-zl*-THC),  ein p s y c h o t o m i m e t i s c h  ak t i ve r  Meta-  
bo l i t  des A~-THC, wird  v o n  K a n i n c h e n  in  i n a k t i v e  ~ -  
THC-7  S~ure metaboHsier t .  Die S y n t h e s e  dieser  S~ure 
wird  beschr ieben .  
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A Facile Approach to Dihydrojasmone 

Our  c o n t i n u e d  in t e r e s t  ~ in  t h e  f r a g r a n t  c o m p o n e n t s  of 
Jasminum grandi/oh*m a n d  re l a t ed  species has  led to t h e  
d e v e l o p m e n t  of a s imple  syn thes i s  of d i h y d r o j a s m o n e  (1). 
The  p r e s e n t  a p p r o a c h  involves ,  as in  our  p~evious  
syn theses  a n d  a n u m b e r  of o thers ,  undecan-2 ,  5-dione (2) 
as  t he  p e n u l t i m a t e  precursor .  
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The HAIJSER m e t h o d  ~ is a c o n v e n i e n t  p rocedure  for t he  
syn thes i s  of m e t h y l  a lky l  ketones .  However ,  i ts  ex t ens ion  
to  bu i ld ing  up  t h e  y-keto l  s y s t e m  via  a l k y l a t i o n  of a n  
ox i rane  or a d e r i v a t i v e  t he reo f  was  h i t h e r t o  unexplored .  
An  ana lys i s  of va r ious  s y n t h e t i c  poss ib i l i t ies  t o w a r d  
d i h y d r o j a s m o n e  p r o m p t e d  us to  i n v e s t i g a t e  such  a 
reac t ion ,  s ince u p o n  p r o c u r e m e n t  of 5 - h y d r o x y u n d e c a n -  
2-one (3) b y  a s imple  a lky la t ion ,  one is assured  of a 
t h r ee - s t ep  syn thes i s  of t he  t a r g e t  molecule  f rom read i ly  
accessible  a n d  i nexpens i ve  mate r ia l s .  

A lky la t i on  of p e n t a n - 2 , 4 - d i o n e  w i t h  1, 2 -epoxyoc tane  
in re f lux ing  abso lu t e  e t h a n o l  in  t he  p resence  of s o d i u m  
iodide  a n d  a n h y d r o u s  p o t a s s i u m  c a r b o n a t e  for 20 h 
fol lowed b y  d i s t i l l a t ion  off m o s t  of t h e  solvent ,  d i s so lu t ion  
of t he  res idue in w a t e r  a n d  e x t r a c t i o n  in to  e the r  and  f ina l  
i sola t ion by  Gi ra rd  T s e p a r a t i o n  s, fu rn i shed  in 28% yield.  
(Bp. 81 ~ (oven temp. ) /0 .75  Tor r ;  Anal .  F o u n d :  C, 71.11; 
t-I, 11.84; v (CHIC12) 3605, 1710 cm=l).  J u d g i n g  f rom the  

spec t ra l  charac ter i s t ics ,  especia l ly  t he  m e t h y l  ke tone  
a b s o r p t i o n  region in t he  P M R - s p e e t r u m ,  th i s  a lky l a t i on  
p r o d u c t  exis ts  in  a d y n a m i c  equ i l ib r ium be tween  t he  
ke to l  3 a n d  t h e  h e m i a c e t a l  4 forms.  

JoNEs 4 o x i d a t i o n w a s  t h e n  carr ied ou t  by  dropwise  
i n t r o d u c t i o n  of ch romic  acid to a s t i r red  ace tone  so lu t ion  
of t h e  3, 4 m i x t u r e  u n t i t  an  o r a n g e - b r o w n  t inge  pers is ted .  
W a t e r  was added  a n d  t h e  diketoffe 2 was o b t a i n e d  by  
e the r  e x t r a c t i o n  and  d i s t i l l a t ion  (74% yield). 

Since 2 has  been  p rev ious ly  c o n v e r t e d  to  d ihydro -  
j asmone ,  o u r  syn thes i s  is comple ted .  The  success of 
p roduc ing  3 ind ica tes  a r ap id  and  genera l  way  for t h e  
syn thes i s  of y-ketols .  

Rdsumd. La  d i h y d r o j a s m o n e  a 6 t6  syn th6 t i s6e  en t rois  
* tapes  ~ p a r t i r  du  pen taned ione-2 ,  4. 
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