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lieu de faire remarquer ,  c 'es t  que les actions dans les deux 
sens, mascul in i san te  et  fdminisante, sont plus fortes dans 
le cas de  la t r ansp lan ta t ion  que dans celui du flee- 
mart inisme.  Mais cela se comprend,  puisque le transplant  
est log6 dans  la cavi t6  abdominale  m6me de l 'h6te, alors 
que les embryons  j u m e a u x  n ' en t ren t  en rapport  que par 
l ' in termddiaire  de leur  al lantoide et  seulement h part ir  du 
7 e jour.  

Au sein du couple h6te mAle-transplant ovarien, celui-ci 
exerce son effet t~minisant sur l 'h6te, mais ~chappe 
toute action de sa part. En fait, jamais  encore, dans 
aucune condition exl~rimentale ,  le d6veloppement  de 
l 'ovaire ne s 'est trouv6 modifi6 (WOLFF 7, WENmZRe). 

Comparons maintenant  nos r~sultats ~ ceux obtenus  
par WOLFF 4 en 1946. WOLFF avai t  greff6 des f ragments  
de gonades males et femelles d ' embryon  de Poulet  de 6 
11 jours dans la somatopleure d 'embryons  h6tes de 48 

52 h et avait  constat*, chez les h6tes m~les por teurs  d ' un  
transplant  ovarien, la t ransformation du test icule gauche 
en un ovotestis, accompagn6e, dans I c a s  au moins, de la 
persistance d 'un segment proximal  du canal  de  Mtlller 
gauche, chez les h6tes femeiles porteurs d ' un  t ransp lan t  
testiculaire, la disparition compl~te des deux canaux de 
Mtiller. 

A l'aidc de transplants de 2 jours plus jeunes que les 
plus jeunes des transplants de WOLFF, nous aboutissons 
aux m~mes r6sultats, sauf que nous n'avons jamais ob- 
scrvd la pcrsistance d'un tronqon de canal de Mtlller. En 
revanche, nous avons obtenu la f~minisation partieUe du 
transplant testiculaire, selon ce qu'avait prSvu WOLFt~: 
II est vraisemblable,, avait-il ~rit, ,que si l'on utilisait 

comme transplants des 6bauches gonadiques contem- 
poraines de l'h6te, elles subiraient l'action des hormones 
de l 'h6te ,  (WOLFF 4, p. 88). 

Zusammenlassung. Wie WoLl*r vorausgesagt  hat ,  ent-  
wickelt sieh eine ¢ Tage alte Hodenanlage,  auf  einen 
zweieinhalbt~gigen Htihnerembryo weiblichen Gesehleehts 
iiberpflanzt, zu einem Ovotestis, bewirkt  abe t  beim W i r t  
die v611ige Zuriickbildung der Mllllersehen G/tnge. Bei der  
I3berpflanzun'g einer Ovarialanlage auf  einen mgnnlichen 
Wir t  wird dessen linker Hoden feminisiert, das verpf lanzte  
Ovarium hingegen entwiekelt  sieh normal  welter. 
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Fig. 3. Moiti6 antdrieure de la m~me dbauche diff6rencide en un ~ ET. WOLFF, Arch. Anat. micr. Morph. exp. 39, 426 (1950). 
testicule normal au sein d'un h6te rome. × 300. s j . p .  W~mGZR, Arch. Anat. mitt. Morph. exp. a0, 269 (1961). 

N ,  N ' - d i ( p i p e r i d i n o - m e t h y l ) - 3 ,  3 ' - d i i n d o l y l -  
m e t h a n e  ( D I M ) ,  a D i i n d o l y l m e t h a n e  D e r i v a t i v e  

o f  N e u r o p l e g i c  A c t i o n  

In the  pas t  years,  several  synthet ic  chemical  trials have 
been per formed  to  prepare  serotonin-antagonists  by sub- 
s t i tut ion on the  indole nucleus. Most of these compounds 
possess no cent ra l  effects whatever ,  a l though some of them 
antagonized sero tonin  a lmost  as potent ly  as LSD x-e. 
Other compounds ,  however ,  showed a marked central  de- 
pressant a c t i v i t y  v,s. The  l a t t e r  results indicated tha t  by 
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changes in the indole structure, effective central depres- 
sants might be prepared. In the following paper, we give 
an account of our work in this direction, begun in 1961, 
in which we found N,N'-di(piperidino-methyl)-3,3"-di- 
indolylmethane (DIM) ~ to be one of the most potent  
among the several compounds synthesized. Compounds 
of similar structure have already been dealt with, but  no 
pharmacological results have yet  been published ~°. Our 
detailed chemical and pharmacological results will be re- 
ported on at a later date n. 
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CH2 CH~ 

~ H )  base m.p. 132°C 

The compound is a white, crystalline substance. I t  is 
not soluble in water, but  absolutely pure 1-2% aqueous 
solution can be prepared by the use of Tween 80. 

Toxicity in mice is (reading the results at 48 h in an 
environment of 25°C) LD~0 = 400 mg/kg s.c., or LD 10° 
= 600 mg/kg s.c,; in cats (72-h result) it is LD~00 = 25- 
30 mg/kg i.p. 

The most remarkable property of DIM has been found 
to be that  even when administered in low doses (3-5 
mg/kg i.p.) i t  causes catalepsy, hypothermia and a reduc- 
tion of metabolic rate in rats, mice, rabbits, cats and dogs. 
The effect develops slowly and lasts 24-36 h. The cause 
of the lowering of the body temperature  is a paralysis of 
the thermoregulatory mechanism ; namely on exposure to 
cold, the metabolic rate of the DIM-treated rats does not 
increase; on the contrary, it decreases. However, the 
hypothalamus remains directly stimulable chemically 
with Amphetamine. 

As injected intravenously in a dose of 0.3 mg/kg into 
cats anaesthetized with ehloralose-urethane, DIM reduces 
respiratory rate and volume and causes a lasting vaso- 
depression. I t  inhibits the carotid pressor reflex, but  the 

vasomotor  centre remains responsive to CO,. DIM pos- 
sesses no atropine, antihistaminic or anti-adrenaline ef- 
fects. I t  does not paralyse the autonomic ganglia. I t  blocks 
the polysynaptic spinal crossed extensor reflex, but  has no 
influence on the homolateral flexor and patella reflexes. 

DIM is a potent  analgesic agent. Its effect is 35% 
stronger and more durable than tha t  of morphine. I t  po- 
tentiates ether and Evipan anaesthesia. There is a very 
marked synergism of potentiat ing nature between Chlor- 
promazine and DIM. When administered together, a full 
effect is produced by 15% of the original effective doses of 
the two compounds. Animals treated with DIM + Chlor- 
promazine alone can be subjected to painful operations 
without  any other drug t reatment .  

As determined in waking cats and rabbits, DIM syn- 
chronizes cerebral electrical act ivi ty  and inhibits the cor- 
tical and subeortical desynchronization in response to 
painful stimulation 12. 

ZusammenJassung. Ein neues Diindolyl-methan-derivat,  
das N, N'-di(piperidino-methyl)-3, 3"-diindolyl-methan, 
wurde synthetisiert;  es verursacht im Tierversuch schon 
in Dosen von 3-5 mg/kg einen langanhaltenden zentralen 
Depressoreffekt. 
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S p e c i f i c  G r a v i t y  of  E p i d i d y m a l  a n d  E j a c u l a t e d  
Bull  S p e r m a t o z o a  and of their Part s  

Specific gravi ty  in ejaculated bull spermatozoa was 
studied by LINDAHL and KIHLSTROM 1 by centrifugation 
in umbradil-methylglueamine-salt  solutions of different 
specific gravity, They arrived at  the general conclusion 
that  the process of physiologic ripening of the sperms 
implies a rise in gravity. Later  on KII~LSTR6~ ~, using the 
same method, demonstrated that  free heads of ejaculated 
spermatozoa obtained by shaking sperms with glass beads 
show a much higher specific gravi ty  than  the correspond- 
ing fragments consisting of mid-pieces with tails and pro- 
toplasmic drops. 

In the course of a chemical study on bull spermatozoa 
it appeared desirable to obtain isolated heads and mid- 
pieces with tails in fairly pure suspensions and in suffi- 
cient amounts, Sonic t rea tment  followed by centrifuga- 
tion in specific weight gradients gave fairly good results. 

Preliminary experiments aiming at the exploration of 
suitable conditions for this procedure produced some data 
of general interest on the specific gravi ty  of bull sperms. 
These will be described in the present communication. 

Material and methods. Epididymal  and ejaculated sper- 
matozoa were obtained from bulls of Swedish Red and 
White cattle. The former were prepared according to 
HENLE 3 from the testes of slaughtered bulls within 1 h 
after death. The suspension was stored at room tempera- 
ture. Ejaculated spermatozoa were obtained from semen 
collected a t  the Artificial Insemination Centre at  En- 
k6ping by means of an artificial vagina, cooled imme- 
diately in tile general way to 5°C and transported un- 
diluted at  this temperature  to this laboratory. The mate- 
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