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was m i t  d e m  fiber die gegenseit ige Ste l lung der  Sulfanil-  
amido-  und der  Me thoxygruppen  gesagten t iberein- 
s t immt .  Der  E r sa t z  des Methoxyls  du t ch  die Methyl -  
mercap tog ruppe  i ibte e inen recht  ungfinst igen Einfluss 
auf  die chemotherapeu t i sche  Wi rksamke i t  aus (I-3064, 
1-3068, 1-3065). 

13ei d¢r Synthese  der  besprochenen Sul fonamide  be- 
n u t z t en  wir folgende Verfahren:  

1. Sulfani l ierung der  be t re f fenden  2-Amino- bzw. 4- 
Amino-a lkoxypyr imid ine  durch  E inwi rkung  yon  p-Acet -  
amidobenzensul fochlor id  im Pyr id in  (Methode A). 

2. Behande ln  yon  Na-Su l fan i l amid  m i t  den  entspre-  
chenden  Alkoxypyr imidy l -4 - t r ime thy lammoniumch lo r i -  
den  nach  BRETSCHNEIDER und  KL(STZER g (Methode t3). 

3. Verschmelzen einer  Mischung yon  Sulfani lamid,  
4 -Chlor -2 -metha lmercap to -a lkoxypyr imid in  und Po t t -  
asche (Methode C). 

4. 2- Su l f an i l amido-  4- h y d r o x y -  5- m e t h o x y p y r i m i d i n  
wurde  durch  Kondensa t ion  von  Sulfaguanidin  mi t  dem 
N a - E n o l a t  des Methoxyformyless igs~iuremethyles ters  dar-  
gestel l t  (Methode D). 

Summary. Some new 2- and 4-sul fani tamido-5-a lkoxy-  
pir i lnidines and the i r  hydroxy- ,  me thoxy- ,  m e t h y l m e r -  
cap to-  and me thy l -de r iva t ives  were prepared.  All of the  
substances  descr ibed were tes ted  on whi te  mice infected 
wi th  Streptococcus pyogenes. 
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cis-Cyclohexane- I ,  2 - D i o l  
in  the  B e a v e r  Gland  

W e  wish to repor t  the  isolat ion of the  t i t le  compound  
f rom the  scent  glands of the  Canad i an  beaver .  The  glands 
were ex t rac ted  wi th  alcohol  and  the  'basic '  mater ia l ,  ob- 
t a ined  f rom this ex t r ac t  by  a conven t iona l  d i s t r ibu t ion  
be tween  e ther  and aqueous  sulfuric acid, was subjec ted  to 
a f ract ional  dist i l lat ion.  A f rac t ion boil ing a t  80-125 ° 
(0.08 m m  Hg) p roved  to  be crude cis-cyclohexaae-1, 2-diol, 
while t he  fol lowing oily f rac t ion was a lmos t  pure  castor-  
amine  (125-135°/0.08 m m  H g ) 1  A c lean separa t ion  of t he  
two compounds  could  then  be ach ieved  by  a lumina  
ch romatography .  The  appearance  of the  diol  in the  basic 
ex t r ac t  is due to the  fact  t h a t  i ts solubil i t ies in e ther  and 
wa te r  are of a comparab le  magni tude .  Addi t iona l  amount s  
could therefore  be ob ta ined  by  a cont inuous  e ther  ex- 
t r ac t ion  of the  appropr ia te  aqueous  layers ( total  yield = 
0.2% of semi-dr ied glands).  

The  diol, purif ied b y  dist i l lat ion,  c h r o m a t o g r a p h y  and  
crys ta l l iza t ion  f rom e ther  (m.p. 96-97 °) p roved  to  be 
ident ica l  in aII respects  (m.p., m ixed  m.p. ,  IR ,  NMR)  wi th  
a syn the t i c  spec imen prepared  by  ox ida t ion  of cyc lohexene  
wi th  sodium chlorate  and osmium te t rox ide  2. The  iden t i t y  
was fur ther  conf i rmed by  the  p repa ra t ion  of the  crysta l l ine  
d ibenzoate ,  

cis-Cyclohexane-l,2-diol has no t  been previous ly  
repor ted  as a beaver  g land cons t i tuen t  a, and,  to our  know- 
ledge, this  communica t ion  describes its first  isolat ion f rom 
a na tu ra l  source. I t  is t e m p t i n g  to  specula te  t h a t  t h e  diol 
is p roduced  by  the  beave r  b y  the  reduc t ion  of ca techol  (or 
its der ivat ive) ,  a compound  present  in t he  b e a v e r  gland 3. 

Zusammenfassung. Aus den Biberdrf isen wurde  cis- 
Cyclohexan-1,  2-diol isoliert  und charakter is ier t .  
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E f f e c t  of  I p r o n i a z i d  o n  P r e g n a n c y  

F r o m  the  observa t ions  t h a t  reserpine influences t he  
vag ina l  cycle and reduces  fe r t i l i ty  in ra ts  1,~, i t  has  been  
concluded t h a t  serotonin  m a y  interfere  wi th  p regnancy  s. 
Thus  POULSO,~" e t  al. 3 h a v e  shown t h a t  serotonin  can  in- 
h ib i t  imp lan ta t ion  and can  t e rmina t e  an  es tabl ished 
p regnancy  in m i c e ;  t h e y  fur ther  demons t ra t ed  t h a t  im- 
p lan ta t ion  can also be p reven ted  by  in jec t ing  large doses 
of 5-10 mg of iproniazid per  mouse  and day  over  6 days.  
I t  seemed i m p o r t a n t  to know, if this effect  of iproniazid 
on imp lan t a t i on  can  be considered specific or  whe the r  i t  is 
a side effect  appear ing  only  wi th  h igh  doses. W e  therefore  
t r ied to  find inhibi t ion  of implan ta t ion  in mice wi th  
smal ler  doses and wi th  shor ter  t r e a tmen t .  

The  resul ts  are g iven in the  accompany ing  Table.  I t  
appears  tha t ,  w i th  the  except ion  of a single series, the  
iproniazid t r ea ted  mice showed the  same f requency  of 
pregnancies  as the i r  controls,  i r respect ive  of dose or  t ime  
of admin i s t r a t ion  of the  drug  dur ing  the  cri t ical  per iod of 
implan ta t ion .  Also the  n u m b e r  of young  per  l i t te r  was the  
same in t rea ted  and in cont ro l  animals .  The  table  also 
shows t h a t  reduced  fer t i l i ty  a f te r  100 m g / k g  on day  5 of 
p r egnancy  was only  observed in one group of animals ,  b u t  
no t  in a second paral le l  series of mice.  

F r o m  our  exper iments ,  we conclude t h a t  iproniazid 
does no t  in terfere  wi th  imp lan t a t i on  in our  mice. The  
d iscrepancy be tween  our  results  and  those of POULSON 
et  al. a is diff icult  to explain.  The  discrepancy could be 
accounted  for by  assuming a metabol ic  difference in the  
animals  used. Or one can argue t h a t  t r e a t m e n t  w i th  
200 mg /kg  of iproniazid on 6 consecut ive  days has un-  
f avorab ly  al tered the  endocrine balance by  interference on 
the  level  of t he  h y p o t h a l a m o - p i t u i t a r y  axis. TUCmaANN- 
DUPLESSIS' exper iments  2 show t h a t  reserpine p robab ly  
interferes  wi th  imp lan ta t ion  by  ac t ing  on the  level  of the  
p i tu i ta ry .  Typical ly ,  when p lacen ta t ion  was complete ,  
the  effect  of reserpine on fer t i l i ty  diminished,  and this is 
jus t  w h a t  happened  also in POULSOX'S et  al. exper iments  
wi th  iproniazid~: I n  the  second half  of p regnancy  the  
effect  of iproniazid was prac t ica l ly  nil, whi le  sens i t iv i ty  to 
exogeneous serotonin was m u c h  grea ter  t h a n  in the  first  
ha l f  of pregnancy.  SPECTOR 4 working wi th  ano the r  
M.A.O. inhibi tor ,  chronical ly  g iven  to  ra t s  and mice wi th  
the  effect  of reduced fer t i l i ty ,  also offers as an a l t e rna t ive  
to  specific act ion a t  the  site of imp lan t a t i on  the  same 
explana t ion ,  i.e. t h a t  M.A.O. inhibi tors  m a y  welt ac t  via 
the  cent ra l  nervous  sys tem and  the p i tu i ta ry ,  and this  is 
m a d e  v e r y  probable  by  the  recent  paper  of KHAZAN et  a l ) .  
Our  conclusion is, therefore,  t h a t  M.A.O. inhibi tors  m a y  
under  cer ta in  condi t ions  ind i rec t ly  in terfere  wi th  implan-  
ta t ion,  b u t  t h a t  this  ac t ion  is no t  to be considered a 
specific one. 
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