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conductance  in the  absence of any  effect  on the  electro- 
chemical  gradient .  F u r t h e r  s tudies  using specific con- 
s t i tuen t s  isolated f rom the  crude mix tu re  are underway.  

Riassunto. La tass ina  cruda,  o t t e n u t a  del tasso Taxus 
baccata L. ha d imos t ra to  di  r idurre  l ' influsso Na+ del- 
l 'azione potenzia le  di singole preparaz ioni  axon dal nervo 

sciatico della rana.  La tass ina  cruda  cont iene  una  mi- 
scela di compos t i  chimici  e noi suggeriamo c h e l a  tass icina 

il compos to  chimico responsabi le  per  questo  effetto.  
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The Effect of Cold and D i a z e p a m  on the Toxic i ty  

Fenf lu ramine  is an a m p h e t a m i n e  der iva t ive  and an 
an t iobes i ty  drug. Fenf lu ramine  intoxicat ions ,  especially 
in chi ldren,  have  of ten  been descr ibed in l i te ra ture  1 5; 
8-10 tab le t s  (160-200 mg) alone have  caused a severe 
in tox ica t ion  in a 2.5-year-old child 5. There  exists evidence 
t h a t  fenf luramine  has been used for hal lucinogenic 
purposes  6, which adds  to the  risk of fenf luramine  in- 
toxicat ions.  

The t r e a t m e n t  of fenf luramine  overdose is pr imar i ly  
symptomat i c ,  as no specific an t ido te  exisks 5. Forced 
diuresis is p robab ly  of doubtfu l  value1. Pyrexia ,  convul- 
sions and  t achyca rd ia  are character is t ic  of fenf luramine  
intoxicat ion.  Using control led animal  tests,  we in tend  to  
examine  whe the r  cold t r ea tmen t ,  d iazepam and  practolol  
have  any  posi t ive  effect  on the  t r e a t m e n t  of fenf luramine  
in toxicat ion.  

Materials and methods. Male NMRI-mice  used in the  
t e s t  were abou t  2 m o n t h s  old. The mice were bred  in 
convent iona l  l abora to ry  c i rcumstances ,  9-10 of t h e m  in 

Table I. The effect of cold treatment on mortality caused by fen- 
fluramine (75 mg/kg i.p.) in mice 

Removed to cold n Mortality Significance (p) 
(0~ after (%) 

Control  29 83 
0 ra in  10 0 % 0.001 
5 ra in  10 0 < 0.001 

10 min  9 11 % 0.001 
15 min 10 40 < 0.05 

TaMe II. The effect of diazepam and practolol on mortality caused by 
fenfluramine (75 mg/kg Lp.) in mice 

Post-treatment n Mortality Significance (p) 
after fenfluramine (%) 

Saline 28 71 
Diazepam (2 mg/kg) 10 0 < 0.001 
Diazepam (0.5 mg/kg) 10 0 < 0.001 
D i a z e p a m  (0.2 mg/kg)  19 21 < 0.01 
Prac to lo l  (2 mg/kg)  10 60 n.s. 
Pract01ol  (5 mg/kg)  9 11 < 0.01 

D iazepam,  p rac to lo l  a n d  phys io logica l  sal ine so lu t ion  were  ad-  
min i s t e red  in to  the  ta i l  vein  1.5 min  a f t e r  the  fenf lu ramine  in ject ion.  

of Fenf luramine  in Mice 

1 box. The fenf luramine  hydrochlor ide  dose used in all the  
tes t s  was 75 mg/kg  i.p. because according to the  pre- 
i iminary  tes ts  it  killed 0.75 of the  aggregated  mice. The 
final  mor t a l i t y  figures were recorded in 24 h. 

In  cold t r e a t m e n t  tes ts  we used 7 groups  of mice, each 
group consis t ing of 9-10 mice. The fenf luramine  in ject ion 
was admin is te red  at  1 min in tervals  to d i f ferent  mice of 
the  group. The mice of the  1st group were r emoved  to the  
same cold box (0 ~ ins t an t ly  af ter  the  injection.  The mice 
ot the  2rid group were r emoved  to  the  same cold box 
(0~ 5 min,  those  of the  3rd group 10 min  and  the  mice 
of t he  4th group 15 min af ter  the  injection.  Al te r  the  
injection,  before the  removal  to the  cold, the  animals  of 
the  group were also kep t  in the  same box at  room temper -  
a ture  (22 ~ 1 h af ter  the  in ject ion the  mice were b rough t  
to room tempera tu re .  The t es t  consis ted of 3 control  
groups. The mice of the  1st group were r emoved  to 
ano ther  box at  room t e m p e r a t u r e  5 min,  those  of t he  2rid 
group 10 min  and  the  mice of the  3rd group 15 min af ter  
the  injection.  

The effect of d iazepam and practolol  was examined  wi th  
9 groups of mice, each of which consis ted of 9-10 mice. The 
fenf luramine in ject ion was admin is te red  at  2 min  in tervals  
to d i f ferent  mice of the  group. 1.50 min  af ter  t he  adminis-  
t r a t ion  oI fenf luramine  the  mice received i.v. e i ther  
diazepam, praetolol  or physiological  saline solution. The 
mice of each group were pu t  in the  same box af ter  the  
injection.  

Results. As soon as 5 min  af ter  the  fenf luramine  
injection,  the  animals  je rked  and  had  clonic convulsions.  
Increased sal ivat ion and  the  r ig id i ty  of the  l imbs occurred 
as well. Occasional  j umping  a t t acks  were developed af ter  
7-8 min.  l~ost animals  went  into a coma before dea th .  
Most  le thal  cases were p roduced  15-30 min  af ter  the  
injection,  rarely any  sooner or later.  Those animals  which  
survived were in good condi t ion  af ter  24 h. Increased  
aggressiveness was a f requen t  s y mp t o m.  

Cold t r e a t m e n t  decreased or abolished the  hype rac t i v i t y  
and the  convulsions caused by  fenf turamine.  The effect  
of cold t r e a t m e n t  on the  tox ic i ty  of fenf luramine  has been 
descr ibed in Table I. I t  can be observed t h a t  when  the  
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animals  were r emoved  to cold only 15 min a i ter  the  
in ject ion the  mor t a l i t y  figures decreased s ignif icant ly  
(p < 0.05). The mor t a l i t y  levels of 2 contro l  groups 
showed t h a t  5% had  died before 15 min,  21% before 
18 min,  37% before 20 rain, 53% before 25 min  and 74% 
before 30 min  af ter  the  injection.  Thus  i t  seemed t h a t  if 
an in tox ica ted  mouse  was t aken  into cold a few min  
before it would o therwise  die, it  could survive.  

The effect of d iazepam and  prac to lo l  on the  tox ic i ty  of 
fenf luramine  is descr ibed in Table  II.  I t  can be seen t h a t  a 
d iazepam dose of only  0.2 mg/kg  decreased the  tox ic i ty  
of fenf luramine  s ignif icant ly  (p < 0.01). Practolol ,  on the  
o ther  hand,  had  a less i m p o r t a n t  effect.  Only a ve ry  high 
prac to lo l  dose (5 mg/kg) could decrease the  tox ic i ty  of 
fenfluramine.  Nei ther  the  practolol  nor  the  d iazepam 
dose of 0.2 mg/kg  had  a clearly not iceable  effect  on the  
behav iour  p h e n o m e n a  caused by  fenf luramine.  A d iazepam 
dose of 0.5 mg/kg  sl ight ly decreased the  convuls ions and 
the  j u m p i n g  a t tacks .  A d iazepam dose of 2 mg/kg  
abol ished the  convuls ions and moto r  act iv i ty .  

Discussion. The results  es tabl ished indicate  t h a t  cold 
t r e a t m e n t  efficiently decreases the  fenf luramine  tox ic i ty  
in mice. According to  YX~UDA and WURTMAN v, the  
toxic  fenf luramine  dose (50 mg/kg  i.p.) raises the  ra t ' s  
t e m p e r a t u r e  at  room t e m p e r a t u r e  bu t  causes a 7-8 
degrees '  (~ sudden  fall at  a t e m p e r a t u r e  Of 4~ I t  is 
unclear  w h e t h e r  a mere  decrease in t empera tu re ,  or any  
secondary  change  caused by  it, p ro tec t s  smaller  m a m m a l s  
agains t  the  tox ic i ty  of fenfluramine.  I t  is qui te  possible 
t h a t  cold t r e a t m e n t  in fenf luramine  poisoning decreases 
also m a n ' s  and  especial ly a chi ld 's  t empera tu re ,  or a t  least  
p r even t s  it  f rom rising dangerous ly  high. 

Only high doses of practolol  decrease the  tox ic i ty  of 
Ienfluramine.  Thus  it m a y  have  no clinical use. On the  
o ther  hand,  d iazepam doses, which  are equal  to  h u m a n  
doses, decrease the  tox ic i ty  of fenf luramine  very  effi- 
ciently.  In  these  tes ts  d iazepam was admin i s t e red  af ter  the  
fenf luramine  in ject ion bu t  before the  toxic  s y m p t o m s  
appeared.  These resul ts  suggest  t h a t  d i azepam and cold 
t r e a t m e n t  given as early as possible decrease the  tox ic i ty  
of fenf luramine  also in men  and  especially in children.  

Zusammen/assung. K a l t b e h a n d l u n g  und i.v. In jek t ion  
von  Diazepam reduzier ten  die ToxizitXt des Fenf lu ramins  
bei  der Maus betr~cht l ich.  
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Placental Transfer of Fluoride During Methoxyflurane Anaesthesia for Cesarean Section 

After  the  d iscovery  of the  p rophy lac t i c  ac t ion of 
sys temic  fluoride agains t  den ta l  caries, several  s tudies  on 
the  p lacen ta l  t r ans fe r  of th is  hal ide have  been  carried out. 
P lacen ta l  t r ans fe r  of f luoride has been shown to  occur in 
animals  and  in h u m a n s  1-4. I t  is known  t h a t  the  ma t e rn a l  
f luoride concen t r a t ion  is d e p e n d a n t  on the  fluoride 
con ten t  of wa te r  and  food~,6. I t  was also d e m o n s t r a t e d  
t h a t  increased feeding of f luoride to  animals  and  h u m a n s  
causes a rise of F -  concen t ra t ion  in ma te rna l  and fetal  
b loodL BAWDEN et aL 8, who admin i s t e red  radiof lnor ide  
(18 F) to  p r e g n a n t  ewes, found a re la t ive ly  low fetal  blood 
p lasma radiof luoride level compared  to  the  ma te rna l  
concent ra t ion .  ERICSSO~ and MALMN69 ob ta ined  similar  
resul ts  in the i r  18 F s tudies  w i th  r abb i t s  as well as in 
w o m e n  s u b m i t t e d  to  t he rapeu t i c  abor t ions .  However ,  
ARMSTRONG ~~ in a series of pa t i en t s  undergoing  Cesarean 
section, found  t h a t  t he  f luoride concen t ra t ion  in ma te rna l  
and  fetal  blood were qui te  similar.  This resul t  was 
conf i rmed in a recen t  s imilar  s t u d y  by  SHEN and  TARES 11. 

The s i tua t ion  seems to be d i f ferent  in the  presence  of 
h igh m a te rna l  f luoride levels. For  instance,  GEDALIA 12 
found t h a t  t he  cord f luoride values  of babies,  born  in 
f luor ida ted  areas, was cons i s ten t ly  lower t h a n  the  m o t h e r  
f luoride levels, whereas  th is  was no t  the  case when  the  
mo the r s  had  no t  been  s u b m i t t e d  to f luoride supp l emen t s  
(water  or tablets) .  

In  a recen t  s tudy,  FRY and TAVES 13 repor ted  on 
m e a s u r e m e n t s  of f luoride conta in ing  metabo l i t e s  in 
ma te rna l  and  cord blood associa ted wi th  Methoxyf lu rane  
(MOF) analgesia dur ing  labor.  

Al ready  dur ing  anaesthesia ,  a metabol ic  b reak-down 
of MOF takes  place 1.. This  b reak-down into inorganic 

fluoride and  an organic acid-labile fluoride, p r e sumab ly  
me thoxyd i f luorace t i c  acid, s ta r t s  wi th in  10 to  15 min  
af ter  the  admin i s t r a t i on  of the  anes the t ic  l~, 15. Thus,  
h igh f luoride blood concen t ra t ions  can be demons t r a t ed ,  
p r e sumab ly  responsible  for the  observed nephro tox ie i ty  
af ter  MOF anaes thes ia  16. FRY and  TAVES IS repor ted  t h a t  
dur ing  analgesia  wi th  MOF, the  ma te rna l  se rum inorganic 
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