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Tebrophen  0,5,3 ' , 5 ' - t e t r a b r o m o - 2 , 4 , 2 '  ,4 ' - te t rahydroxydiphenyl)  is an original  p repara t ion  used for  
the t r ea tmen t  of v i rus  d i s ea se s  of the eyes  as a 0.1 and 0.25% ointment on a pe t ro leum je l ly  base .  It is a 
white powder with a c r e a m  tint, mp 283-284 ~ (decomposes) ,  is v i r tua l ly  insoluble in water  but readi ly  
soluble in acetone and soluble in ethanol and isopropanol.  Tebrophen p o s s e s s e s  high activi ty against  in- 
f luenza v i rus  "(type A s t r a in  PR-8) in vi t ro  and in expe r imen t s  on chick embryos .  

Tebrophen has  undergone successfu l  cl inical  t r i a l s  for  the t r ea tmen t  of v i rus  d i seases  of the eyes  
(herpetic ke ra t i t i s  and adenovirus  keratoconjunct ivi t is)  and has been accepted for  use  in medica l  p rac t i ce  
by the Pharmaco log ica l  Commit tee ,  Minis t ry  of Health of the USSR. Tebrophen ointment is r ecommended  
fo r  local application. In the t r e a t m e n t  of adenovirus  keratoconjunct ivi t i s  and var ious  f o r m s  of herpet ic  
ke ra t i t i s ,  the ointment  mus t  be applied into the conjunctival  sac 2-3 t imes  during the day and once at night. 
T rea tmen t  is continued until a cure  is effected. 

As the or iginal  compound for  synthes is  of tebrophen,  the read i ly  access ib le  pen tab romoreso rc ino l  (I) 
is used [1]. By t h e r m a l  decomposi t ion of this compound, t r ib romoresoqu inone  (II) is fo rmed  [2]. The 
w r i t e r s  found that if this p roces s  is c a r r i e d  out in an inver t  solvent with high boiling point, such as b ro mo -  
benzene,  the reac t ion  takes  place without special  compl ica t ions  and the yield of II is 51%. By reduction nf 
II with sodium hydrosulf i te ,  tebrophen (III) was obtained with a yield of 84%: 
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Methods of reduct ion of II to tebrophen suggested in the l i t e ra ture  gave only low yields and are  of no 
prac t ica l  in te res t  [2, 3]. 

E XPE RIME NTAL 

Tr ib romoresoqu inone  (II). A mix tu re  of 101 g pen tab romoreso rc ino l  (I) and 800 ml  dist i l led b r o m o -  
benzene is heated with mixing for  25-30 rain to 143-145 ~ kept at this t e m p e r a t u r e  for  30 min,  ai 'ter which 
the solvent  is evapora ted  off comple te ly  in vacuo (a ta  res idual  p r e s s u r e  of 400 ram, to begin with, then at 
20-25 ram). The res idue  is t r ea ted  with methylene chlor ide cooled t o - 5  ~ The o r a n g e - r e d  c r y s t a l s  of II 
thus fo rmed  are  s e p a r a t e d  by f i l t ra t ion,  washed with cold methylene chlor ide,  and dried in air .  Yield 35.36 
g (51%), mp 202-203 ~ Found, %: C 20.79; H 0.4; Br 69.27. C12H2Br604. Calculated,  %: C 20.90; H 0.23; 
Br  69.52. 

3 ,5 ,3 ' , 5 ' -  Te t r ab romo-2 ,4 ,2 ' , 4 ' - t e t r ahyd roxyd ipheny l  (Tebrophen) (III). To a suspension of 69 g II in 
a mix ture  of 276 ml  isopropanol  and 195 ml  water ,  65.25 g sodium hydrosulf i te  (80% content) is added with 
vigorous s t i r r ing .  The reac t ion  mix tu re  is s t i r r ed  for  20 rain at room t empera tu re .  Under these c i r c u m -  
s t ances  the reac t ion  m a s s  changes color  f r o m  o r a n g e - r e d  to dark  green,  and then to white. The suspension 
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thus obtained is t rea ted  with 2 l i te rs  water  and mixed for 2-3 min, af ter  which the precipi tate  thus formed 
is separated by fi l trat ion.  The technical tebrophen (III) thus obtained is dissolved in 490 ml acetone; 1 g 
sodium hydrosulf i te  and 4.8 g charcoal  are  added to the solution, the mixture  is s t i r r ed  and f i l tered,  and 
tebrophen is precipi ta ted f rom the f i l t ra te  with 2.45 l i ters  water  warmed to 45 ~ The precipi tate  is 
separa ted  by f i l t rat ion,  washed with water ,  and dried for 20 h at 80 ~ Yield 44.9 g (84.1%), rap. 283-284 ~ 
(decomposes). Found, %: C 27.01; H 1.15; Br  59.77. C12H6Br404. Calculated, %; C 26.99; H 1.13; Br 59.88. 

1. 
2. 
3. 

L I T E R A T U R E  C I T E D  

J.Stenhotlse, Justus Liebigs Ann. Chem., 163, 183 (1872). 
R. Meyer  and K. Desamar i ,  Ber. Dtsch. Chem. Ges., 4__1, 2443 (1908). 
T. L. Devis and J. W. Hill, J. Am. Chem. Soc., 5__~1,493 (1929). 

528 


