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Sigetin, a d ihydros t i [bes t ro[  analog but without es t rogen ic  action,  lowers  the choles te ro l  con-  
cent ra t ion  in intact  r a t s  and a lso  a f te r  admin i s t r a t ion  of dexamethasone .  Sigetin prevents  the 
e levat ion of the blood t r ig lyce r ide  level  observed in r a t s  under the influence both of die thyl-  
s t i lbes t ro l  and of other agents ,  notably ethanol and dexamethasone .  
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Many inves t iga tors  have shown that  e s t rogens  have a hypocho les te remic  and an t i a the rosc le ro t i c  act ion 
under  expe r imen ta l  conditions [5, 7, 9]. However ,  the i r  cl inical  use to lower the r a i sed  blood cho les te ro l  and 
f l - l ipoprote in  level is r e s t r i c t e d  because  of the i r  side ef fec ts ,  including a marked  inc rease  in the blood t r i -  
g lycer ide  concentra t ion and the danger  of th rombos i s  [10]. The study of the effect  of e s t rogen  der iva t ives  de -  
pr ived of the i r  e s t rogen ic  effect  but, because  of thei r  s t ruc tu ra l  s i m i l a r i t y ,  st i l l  p r e s e r v i n g  ce r t a in  metabol ic  
aspec ts  of the act ion of e s t rogens ,  is t he re fo re  of g rea t  in te res t .  One such substance  is the Soviet compound 
[6] s iget in  (the d ipo tass ium sa l t  of p ,p-d isu l fomeso-3 ,4-d iphenythexane)~  In expe r imen t s  on rabbi t s ,  s iget in  
had a hypocho tes t e remic  act ion [4], but its effect  on the t r i g lyce r ide  concent ra t ion  has not been  s tudied.  

The ob}ect of this invest igat ion was to study the act ion of s ige t in  on the t r ig [yce r ide  and cho les te ro l  con-  
cent ra t ions  in the blood and l iver  of intact  r a t s  and a l so  in an imals  with hyper l ip idemia ,  induced by dexa -  
methasone  and ethanol ,  and during the combined admin i s t r a t ion  of s ige t in  and d ie thy l s t i lbes t ro l .  

E X P E R I M E N T A L  M E T H O D  

Exper iments  were ca r r i ed  out on male  r a t s  weighing 180-200 g.  The animals  rece ived  a s tandard diet 
(concentra tes ,  vege tab les ,  wate r ) .  The subs tances  to be studied were  admin i s t e red  in the following doses  
over  a per iod of 9 days:  s iget in,  100 m g / k g  in t raper i tonea i ly  twice a day; d ie thy ls t i lbes t ro l ,  1 mg/kg  in t r a -  
muscu la r ly ,  once a day; dexamethasone  (dexason, f r o m  Galenika,  Yugoslavia) ,  0.1 m g / k g  in t ramuscu la r ly ,  
once a day.  Ethanol was given for 3 days in a dose of 6 g /kg  body weight daily as a 50% solution (via gas t r i c  
tube).  In control  expe r imen t s  the solvent  was given in equal vo lumes .  The an imals  were  depr ived of food for  
18 h before  s ac r i f i c e .  The concentra t ions  of total  cho les te ro l  [8] and of t r i g lyce r ides  [11] in the blood s e r u m  
and l iver  were  de te rmined .  The r e su l t s  were  subjected to s ta t i s t i ca l  ana lys is  [1]. 

EXPERIMENTAL RESULTS 

As Table 1 shows, administration of sigetin to intact rats caused a decrease in the serum cholesterol 
level. The triglyceride levels in the blood and liver were unchanged in these animals. However, under con- 
ditions of hypertriglyeeridemia, developing in the animals after the influence of ethanol, administration of 
sigetin prevented the rise in the blood triglyceride concentration and caused a definite tendency for their con- 
centration in the liver to fall (Table i)~ The hypolipidemic action of sigetin also was exhibited after adminis- 
tration of the glueoeorticoids dexamethasone, as shown by a decrease in the blood cholesterol concentration 
and a tendency for the elevated triglyeeride level to fall. 

To study the efficacy of sigetin as a hypolipidemic agent, its action was compared with that of diethyl- 
stilbestro[. As Table 1 shows, under the influence of the estrogen the serum cholesterol level of the rats 
distinctly fell, whereas at the same time there was a marked increase in the triglyeeride concentration. Com- 
bined admin i s t r a t ion  of s ige t in  and d ie thy ls t i lbes t ro[  led to a marked  dec r ea se  in the r i s e  of the s e r u m  t r i g ly c -  
er ide  level .  No di f ference  was found in the cho les te ro l  concentra t ions  in the blood and l iver  of these  an ima l s .  
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TABLE 1. Lipid Concentrat ion in Blood Serum and Liver  of Rats (M ~- m) 

Substance administered 

(lS) 

Physiological saline (22) 
Si~ti~ (15) 
Physiological saline (13) 
Dexamr (15) 
Dexamethasone + sigetin 
Physiological saline-(10) 
Ethanol (10) 
Ethanol + sigetin (10) 
Physiological saline (15) 
Diefllyls~flbes~ol (15) 

Diethylstillmstrol + sigetin (15) 

Cholesterol 

serum, nag % liver, mg/g 

Trigl 

s crmn, mg% 

cerides 

85,8_+3,1 
64,1--q-I,14" 
84,0+5,7 
106_.+2,7" 

75,0~1,6 

85.3~2,3 
20,0-{-2,3* 

21,4+2,3 

2,4-J-0, I I 
2,6__0,15 
2,9+0,23 
2,6-J-0,14 
2,8 0,15 

2,5~-0,13 
2,7~0,18 

2,8-{-0,14 

63.8+_4,5 
64, t -}-4,2 
68,8___8,6 

113,0-+-12.2" 
104,0!-'8,6 
63,0-+'4.23 

116,0-4-9,8 * 
57,6--4-4,3 
67.8+6.7 
128_----4"6,3* 

98,9-{-6.0* 

liwr. mg/g 

i3A-4-0,4 
13,1---{-0,6 
13.4w-! .0 
14.5~-0,7 
15.6q-0,65 
13.3+-o,72 
20.0q-1,5* 
16.6q-1,3 
14.2+0.21 
9.6-1-0,54 *~ 

(t0-~9) 
12,7___0.64 

Note. Number of animals given in parentheses: asterisk denotes values differing significantly (P < 0.005) from 
corresponding control. 

The resu l t s  show that s iget in  has a less marked hypocholes teremic  action than d ie thyis t i lbes t ro l .  How- 
eve r ,  unlike the la t te r ,  adminis t ra t ion  of s iget in  not only does not cause an increase  in the blood t r ig lycer ide  
concentra t ion,  but it actually prevents  such an increase  caused by the es t rogen .  Sigetin, incidentally,  has the 
p roper ty  of inhibiting es t rogen-sens i t ive  r ecep to r s  and thus preventing manifes ta t ion of some of the typical  
effects  of es t rogens :  the i r  act ion on the ovar ies ,  u te rus ,  and sec re t ion  of hormones by the pi tui tary [2,3]. 
The resu l t s  of the p resen t  exper iments  show that s iget in prevents  elevation of the blood t r ig iyce r ide  level ob- 
se rved  in ra t s  under the influence e i ther  of d ie thyis t i lbes t roI  or  of other  agents ,  such as ethanol and, to a 
ce r t a in  degree ,  dexamethasone.  It can the re fo re  be concluded that  its hypolipidemic action is not connected 
with ability to inhibit e s t rogen-sens i t ive  r e c e p t o r s ,  This conclusion is also confirmed by data on the hypo- 
cho les te remic  action of s iget in in intact ra t s  or ra ts  t rea ted  with dexamethasone.  This p roper ty  of sigetin,  
of lowering the t r ig lycer ide  level ,  must  be taken into account when its cl inical  use is contemplated.  
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