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Description 

This  invention  relates  to  a  process  for  the  preparation  of  trichloroacetortoxy-3,4,5,6-trichlorobenzoic 
acid,  chemotherapeutically  active  against  cutaneous  and  subcutaneous  benigne  neoformations.  More 

5  particularly,  the  invention  is  dealing  with  the  use  of  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid  in 
the  manufacture  of  preparations  having  a  pharmacological  activity  against  cutaneous  diseases,  mainly 
those  having  an  infective  origin. 

As  it  is  well  known,  "Principles  of  Surgery",  Seymour  I.  Schwartz,  Editor  in  Chief,  G.  T.  Shires,  E.  H. 
Storer,  F.  C.  Spencer,  McGraw  Hill  1979,  New  York,  Principles  of  Internal  Medicine,  Harrison's,  G.  W.  Thorn, 

10  R.  D.  Adams,  E.  Braunwaid,  K.  J.  Isselbacher,  R.  G.  Petersdorf  1977,  McGraw-Hill,  New  York,  a  therapy  to 
resolve,  without  collateral  effects,  the  cutaneous  lesions  which  are  characteristic  of  the  clinically  benigne 
neoformations  treated  with  the  product  according  to  the  invention,  has  not  yet  been  found  up  to  date. 

These  inconvenients  are  particularly  significant  in  some  cases,  cited  hereinbelow,  as  for  inst.  the 
different  types  of  warts,  the  Condyloma  acuminatum  and  the  Molluscum  contagiosum. 

15  As  it  is  known,  warts  are  an  infective  disease  of  the  skin  and  the  adjacent  mucoses  attributable  to  a 
DNA  virus  having  a  diameter  of  45  nm.  This  virus  taken  out  of  cutaneous  lesions  in  patients  suffering  from 
warts,  has  induced  the  same  lesions  when  inoculated  in  volunteers.  The  incubation  time  is  1  —  20  months, 
on  the  average  4  months.  The  virus  invades  the  cell  nucleous  area,  as  it  appears  from  the  electronic 
microscopy  images.  Recently,  the  virus  has  been  insulated  from  cell  cultures  in  vitro.  The  cutaneous 

20  lesions  induced  by  the  warts'  virus  consists  of  an  abnormal  proliferation  of  the  hepitelial  cells  of  epidermis. 
These  are  single  lesions  or  they  can  be  spread  in  many  body  areas;  they  are  characterized  by  a  typical 

colour  of  the  skin.  Even  if  the  warts'  virus  appears  to  be  always  the  same,  morphological  appearance  of  the 
lesions  changes  greatly  depending  on  the  type  of  the  reactions  of  the  skin  affected  by  the  disease. 

The  main  types  of  warts  which  can  be  treated  by  the  composition  according  to  the  invention  are  the 
25  following  ones: 

a)  Verruca  vulgaris: 
It  appears  on  the  hands,  under  the  nails  or  in  the  adjacent  areas.  The  lesions  have  a  rough  surface  and 

sometimes  they  look  like  corneous  papulas.  The  diameter  is  in  the  range  from  1  mm  to  2  cm.  The 
30  "clusters"-forming  warts  can  also  be  met  making  contiguous  areas.  Sometimes  warts  have  asymptomatic 

clinical  course.  The  first  lesions  have  a  strong  attitude  to  spread. 

b)  Verruca  plantaris: 
It  appears  in  the  pressure  points  of  the  sole.  Symptomatology  is  very  painful,  lesions  of  corneus 

35  consistency  are  flat,  hard  and  spotted.  They  can  be  single  or  "clusters"-forming  lesions.  The  main  body  of 
the  warts  is  under  the  skin  cutaneous  layer  and  therefore  lesions  are  painful.  The  plantar  wart  of  conical 
shape  cuts  like  a  wedge  the  undercutaneous  tissues,  being  this  shape  likely  due  to  deambulation 
mechanics. 

40  c)  Verruca  plana: 
It  is  a  smooth,  circular  or  polyogonal  lesion,  with  normal  cutaneous  colour,  in  relief  with  respect  to  the 

cutaneous  surface.  The  diameter  of  this  lesion  is  usually  in  the  range  of  from  1  up  to  5  mm.  They  can  cover 
large  cutaneous  areas:  sometimes  it  is  possible  to  count  several  hundreds  in  only  one'individual.  The 
preferred  sites  are  face,  back,  neck,  thorax,  hands,  thighs.  Mucoses  rarely  suffer  from  warts. 

45 
d)  Verruca  filiform  is: 

It  may  be  noted  in  the  adult  males,  usually  in  the  bearded  portion  of  the  face.  The  lesions  are  corneous, 
fingershaped,  sometimes  they  are  very  long. 

so  e)  Condyloma  acuminatum: 
Lesions  are  in  the  muco-cutaneous  areas  of  the  skin  junctions  of  the  genital  and  perianal  areas.  Most 

rarely  condyloma  appear  in  the  nipple  area,  at  periphery  of  the  mouth,  in  the  inguinal  axillary  fold,  and 
between  the  toes.  Said  lesions  are  pinky-red,  wet  and  soft,  tender.  They  can  be  pedunculated  and 
lengthened.  "Clusters"  of  said  lesions  look  like  a  cauliflower.  Ulcerations  of  said  surfaces  as  well  as  bad 

55  smell  particularly  in  some  areas  are  frequent.  As  a  fact,  individuals  of  any  age,  but  in  particular  women  in 
pregnancy  can  suffer  from  said  kind  of  wart. 

Molluscum  contagiosum: 
It  is  an  infective  disease  of  the  skin  and  mucosa  due  to  a  virus  which  is  the  biggest  one  known  up  to 

60  date. 
This  disease  is  exclusive  of  the  humans,  and  very  frequent  in  the  infancy. 
The  virus  belongs  to  the  pox  virus  group.  No  antigenic  reaction  occurs  with  other  members  of  the  pox 

virus.  The  way  of  spread  is  not  known. 
Epidemics  of  molluscum  contagiosum  have  been  noted,  especially  in  the  communities:  barracks, 

65  colleges,  orphanages,  etc. 

2 
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The  disease  is  well  known  all  over  the  world.  Sometimes  it  looks  like  a  venereal  oisease. 
The  incubation  period  ranges  from  2  weeks  up  to  two  months. 
The  individuals  contain  specific  antibodies  in  their  serum. 
The  diameter  of  the  lesions  ranges  from  1  up  to  2  cm;  the  lesions,  similar  to  papulas  with  an 

"umbelicus"  in  the  center,  are  on  relief,  pale,  pearly  and  whitish. 
There  are  single  papulas  or  "cluster"  forming  papulas. 
The  self-inoculation  is  frequent. 
The  face,  palpebras,  trunk,  the  anogenital  areas  are  the  preferred  sites  of  the  disease. 
Concerning  the  present  therapy  of  the  abovementioned  kind  of  warts,  these  are  not  free,  as  abovesaid, 

from  clear  inconveniences. 
For  inst,  the  verruca  vulgaris  is  treated  in  different  ways  as  by  criotherapy,  use  of  caustic  substances  or 

cobalt-therapy. 
The  electro-extirpation  in  local  anaesthesia  is  one  of  the  most  advanced  surgical  methods.  It  is  to  be 

noted  that  no  one  of  said  methods  can  definitely  solve  the  problem  of  the  vulgaris  verrucae. 
The  inconveniences  of  these  methods  are  large,  post-therapeutic  cicatrizations,  serious  pains  during 

the  different  surgical  operations  and  psychological  trauma. 
In  particular,  when  criotherapy  is  used,  sometimes  there  are  quite  serious  malformations  as,  for  inst., 

the  outward  exposure  of  the  bones  of  phalanges  and  moreover  scars  disfiguring  the  face,  hands  and  large 
areas  of  the  trunk  skin. 

However,  the  most  serious  problem  consists  of  multiple  relapses  of  the  cutaneous  affections  after 
when  many  therapies  have  been  adopted,  in  particular  those  occurring  after  the  criotherapy  wherein  the 
seeding  of  the  wards  (dissemination)  goes  beyond  the  areas  originally  affected.  It  is  a  current  opinion  to 
consider  the  methods  used  up  to  date  for  the  vulgaris  verrucae  therapy  as  palliatives. 

As  to  the  chemiotherapy  of  the  simple  warts,  it  is  to  be  noted  the  use  of  a  large  selection  of  products, 
from  the  local  anaesthetics  to  the  caustic  substances. 

Medicine  has  nothing  to  offer  the  patients  suffering  from  warts  also  in  this  case  (see  "Principles  of 
Surgery  —  Schwartz,  page  551).  As  present,  surgical  methods,  as  the  extirpation  of  the  Condyloma  body  in 
local  anaesthesia,  the  chemiotherapy  with  topical  application  of  podophillin  (25%)  prepared  as  a  tincture  in 
benzoin,  are  used.  The  main  inconvenience  of  such  a  therapy  is  the  presence  of  large  and  deep  scalds  of  the 
adjacent  intact  skin  when,  as  it  frequently  occurs,  the  compound  comes  out  of  the  first  lesion. 

The  cobalt-therapy  can  cause  large  cicatrizations.  Sometimes  serious  complications,  as,  for  inst., 
intestinal  occlusion  of  the  rectum  due  to  unsuccessful  attempts  of  multiple  extirpation  of  the  first 
condyloma,  deformation  of  the  perineum  with  incontinence,  etc.  have  occurred.  The  silver  nitrate  used  to 
treat  the  condyloma,  can  cause  deep  wounds  having  a  slow  recovery  and  in  loco  infections. 

Disclosure  of  the  invention 
Therefore,  it  appears  necessary  to  have  at  disposal  a  therapy  suitable  to  face  decisively  the  abovesaid 

cutaneous  affections  without  the  abovementioned  inconveniences,  often  very  serious. 
This  request  is  surprisingly  satisfied  according  to  the  present  invention  by  using  a  product  not  yet 

known,  the  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid. 
It  is  object  of  this  invention  to  suggest  advantageous  procedures  for  its  preparation  and  the  preferred 

compositions  containing  said  product. 
The  process  for  the  preparation  of  the  compound  of  formula  (I),  according  to  the  present  invention 

starting  from  tetrachlorophthalic  anhydride,  provides  for  the  following  succession  of  steps: 

a)  treatment  of  the  anhydride  with  ammonia 

50 

55 

CO'  
+  3 

b)  hydrolysis  with  NaOH  to  obtain  the  corresponding  anthronylic  acid 

60 
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c)  diazotization  and  subsequent  hydrolysis  to  obtain  the  tetrachloroortoxyhydrossybenzoic  acid 

+  NaOH 

CI 

CI  f ^ ^ O H  

CI  " x ^ c o o h  

CI 

d)  esterification  with  trichloroacetic  acid 

+  cci3cooh 

CI 

CI 

CI 

CI 

0C0CC1. 

COOH 

As  aforesaid,  the  invention  suggests  the  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid  for  the 
therapy  of  cutaneous  clinically  benigne  neoformations,  mainly  those  of  infective  origin. 

It  is  to  be  noted  that  the  compound  of  formula  (I)  is  a  medicine  really  active  eitherforthe  non-traumatic 
heeling  of  the  lesion,  or  for  the  prevention  of  relaps  and  the  scars  arising  after  the  surgical  operation. 

Analogously  it  is  suitable  to  revise  the  therapies  adopted  in  this  field  in  other  centers  and  with  other 
methods. 

Practically,  as  the  experiences  based  on  the  nephelometric  technics  demonstrate,  the  product 
according  to  the  invention  has  the  property  of  modifying  the  proteinic  structures  making  a  distinction 
between  the  normal  and  the  pathological  proteins. 

A  great  range  of  conjugate  proteins  has  been  used  in  the  research,  allowing  to  state  a  quantitative 
relation  between  the  product  concentration  and  the  entity  of  deviation  of  the  proteinic  structure  from  the 
main  one.  A  6%  concentration  appears  to  assure  the  highest  specificity  of  the  medicine,  that  is  the 
possibility  of  a  different  action  with  respect  to  the  normal  and  pathological  proteins. 

Moreover,  in  the  case  of  normal  protein,  reversible  complexes  are  formed,  while  the  proteins  extracted 
from  lesions  like  verrucae  or  molluscum  contagiosum,  seem  to  be  on  an  irreversible  state,  after  a  contact 
with  the  product  according  to  the  invention. 

The  product  according  to  the  invention  has  proven  to  be  active  also  in  the  following  cases: 
1)  Cheloid;  2)  Capillary  Hemangioma;  3)  Cavernous  Hemangioma;  4)  Glomus-tumor. 
The  clinical  experiments  in  more  than  1000  cases  have  demonstrated  that  compositions  according  to 

the  present  invention  containing,  in  an  acqueous  solution,  6%  of  the  compound  of  formula  (I)  and  1,2%  of 
NaCI,  local  anaesthetics  or  not,  is  active  by  100%  in  the  therapy  of  all  kinds  of  warts.  There  is  however  a 
different  time  interval  to  gain  recovery.  As  a  fact  the  "vulgaris"  warts  and  the  sharp  condiloma  need  to  be 
treated  with  a  different  number  of  applications  of  the  product. 

Moreover,  the  closeness  of  keratin  or  of  the  connective  tissue  in  the  warts  can  also  influence  the 
number  of  applications.  The  product  is  for  external  use  only. 

In  the  great  majority,  the  composition  is  applied  without  local  anaesthetics. 
When  the  warts  are  not  treated,  compact  or  deeply  anchored  to  the  subcutaneous  tissue,  2%  lidocaine 

is  added  in  an  amount  of  0,1  ml.  To  make  the  medicine  penetration  easier  in  the  case  of  the  very  compact 
warts,  small  canals  are  produced  on  the  tissues  of  the  wart  in  an  attempt  to  soak  up  the  tissue  by  the 
quantity  of  therapeutic  liquid.  It  occurs  withoutpain.  The  penetration  of  the  active  substance  on  the  intact 
tissue  is  without  pain,  too. 

The  obtaining  of  the  therapeutical  canal  in  the  subcutaneous  tissue  in  case  of  deep  roots,  causes  slight 
smart  for  about  1  minute.  However,  local  anaesthetics  can  be  used  without  any  lack  of  therapeutical  activity 
in  sensitive  patients.  Contact  with  intact  skin  does  not  provoke  any  alteration,  on  the  contrary,  the  liquid 
appears  to  help  the  physiological  recovery  of  the  skin  damaged  by  the  first  application  of  antiwarts  therapy 
or  by  other  trauma  of  ail  kind. 

The  whitish  colour  assumed  by  the  intact  skin  when  contacted  by  the  medicine,  disappears  after  a  few 
days  making  the  skin  soft,  smooth,  natural  coloured  and  exactly  wet.  The  outcome  of  this  therapy  of  the 
warts  can  be  described  as  follows:  during  the  therapy  the  superficial  layers  of  the  wart  flake  off,  and  the 
layer  ajacent  to  the  skin  is  left  untreated. 

For  a  few  days  the  normal  growth  of  the  intact  skin  physiologically  eliminates  the  last  portions  of  the 
wart  so  that,  after  the  underneth  intact  skin  has  been  eliminated,  the  wart  assumes  the  same  features  of  the 
surrounding  skin,  without  scars  and  other  alterations. 

With  the  passing  of  time,  it  is  not  possible  anymore  to  recognize  the  main  seat  of  the  wart. 
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A  canal  contact  of  the  mucosa  and  of  the  eyes  with  the  therapeutical  nquia  can  cause  an  ncmng  Tor  at 
least  5  minutes,  due  to  osmotic  effects.  Employing  the  therapeutical  concentration,  lesions  of  the  mucosa 
or  of  the  eyes  have  not  been  observed  in  any  case. 

The  product  according  to  the  invention,  in  6%  concentration,  is  highly  bactericidal,  coagulative  and 
>  antiseptic,  therefore  the  large  contrast  with  the  areas  affected  by  warts  or  other  kind  of  cutaneous  lesions 

does  not  produce  haemorrhage  or  contagious  infection. 
When  the  medicine  is  employed  with  such  concentrations,  it  is  antiviral  and  this  fact  probably  explains 

the  lack  of  relapses  after  having  eliminated  the  warts  also  when  applications  following  other  therapeutical 
means  are  employed. 

o  On  the  edges  of  the  treated  cutaneous  lesions  hyperemic  areas  are  noted,  probably  due  to 
immunostimulating  action  of  the  compound  according  to  the  invention. 

The  average  of  applications  to  obtain  a  complete  resolution  of  the  pathologic  problem  is  3  for  verrucae 
vulgaris,  even  if  spread  on  large  areas  of  the  body.  Very  compact  warts  need  about  6  applications. 

Flat  warts  disappear  also  after  only  one  application,  so  as  the  sharp  condyloma  and  the  molluscum 
s  contagiosum. 

Exceptional  results  can  be  observed  for  gigant  sharp  condyloma  where  an  exactly  dosed  sole 
application  can  cure  the  90%  of  the  lesion. 

The  amount  of  the  medicine  for  the  cure  of  a  wart  having  mean  extension  is  about  0,5  ml. 
In  case  of  gigantic  sharp  condyloma,  it  is  possible  to  use  up  to  10  ml  of  the  liquid. 

'.0 
Toxicity 

Trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid  at  a  therapeutical  or  higher  concentration  is  not 
absorbed  by  the  subcutaneous  tissues  and  so  there  is  no  problem  of  internal  toxicity.  The  lowest 
concentrations  can  be  absorbed,  but,  as  it  has  been  demonstrated  by  the  experiments  on  the  laboratory 

'■5  animals  the  penetration  is  not  deep  and  no  alteration  of  the  internal  organs  in  the  mouse  has  been 
evidenced  up  to  date  by  means  of  electron  microscope  after  transcutaneous  administration  at  low 
concentration.  No  pathologic  affect  has  been  noted  in  the  skin  areas  which  were  original  seats  of  a  wart 
previously  treated  with  traumatic  surgical  operations  inducing  deep  scars,  and  then  by  the  application  of 
the  product  of  this  invention. 

30  The  low  concentration  of  about  0,1  %  used  in  the  application  to  tissues  in  vitro,  do  not  induce  any 
alteration  on  said  tissues. 

Higher  concentrations  cause  damages  to  the  culture  for  osmotic  reasons.  People  working  the  synthesis 
of  the  product  for  several  years,  and  so  exposed  to  the  directed  action  of  the  product  according  to  the 
invention,  or  to  the  contact  with  the  hand  skin  at  high  concentration  (35%),  or  to  inhalation  of  the  powders 

35  of  this  substance  during  the  packaging,  or  by  breathing  of  the  vapours  of  the  product. 
The  present  invention  has  been  disclosed  with  particular  reference  to  some  specific  embodiments  but 

it  is  to  be  understood  that  modifications  and  changes  can  be  introduced  in  the  above  disclosure  without 
departing  from  its  true  spirit  and  scope,  for  which  a  priority  right  is  claimed. 

40  Claims  for  the  Contracting  States:  BE  CH  DE  FR  GB  IT  LI  LU  NL  SE 

1.  Tetrachlorobenzoic  acid  derivative  having  the  formula: 

45 

50 

0C0CC1. 

C00H 
3 

55 

60 

65 

(trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid),  chemoterapeutically  active  against  cutaneous  and 
subcutaneous  benigne  neo-formations. 

2.  Process  for  the  preparation  of  the  compound  according  to  claim  1,  characterized  by,  starting  from 
tetrachlorophtalic  anhydride,  the  following  steps: 

a)  treatment  of  the  anhydride  with  ammonia 

CI  CI 

CI  r ^ > c o N  

CI  L ^ J - C O ^   +  NHf 

CI 
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b)  hydrolysis  with  NaOH  to  obtain  the  corresponding  anthranilic  acid 

CI 

ci  f x ^ s Y c c  

CI 
\  

CCK 
NH  +  NaOH 

c)  diazotization  and  subsequent  hydrolysis  to  obtain  the  tetrachlorortoxyhydrossybenzoic  acid 

CI 

CI 

CI 

CI 

NH2 
COOH +  NaOH 

d)  esterification  trichloroacetic  acid 

CI 

OH 
+  CC1-C00H- 

COOH  3 

CI 

CI 

CI 

O o c o c c i 3  
COOH 

CI 

3.  Composition  containing  the  compound  according  to  claim  1,  characterized  by  comprising,  in  an 
aqueous  or  physiologically  stable  solution,  from  1  to  12%,  preferably  6%,  of  trichloroacetortoxy-3,4,5,6- 
tetrachlorobenzoic  acid  and  the  1%  of  NaCI. 

4.  Composition  according  to  claim  3,  characterized  by  comprising  local  anaesthetics. 
5.  Composition  according  to  claim  4,  characterized  in  that  said  local  anaesthetics  are  constituted  by  2% 

lidocaine. 
6.  Composition  constituted  by  the  compound  according  to  claim  1,  characterized  by  comprising 

glycerol  and  starch,  or  like,  combinated  with  from  1  to  12%,  preferably  6%,  of  the  trichloroacetortoxy- 
3,4,5,6-tetrachlorobenzoic  acid. 

Claim  for  the  Contracting  State:  AT 

Process  for  the  preparation  of  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoic  acid  having  the  formula: 

CI 

CI 

0C0CC1. 

COOH 
( I )  

CI 

characterized  by,  starting  from  tetrachlorophtalic  anhydride,  the  following  steps: 
a)  treatment  of  the  anhydride  with  ammonia 

'  CI 

ci  r x ^ r c o x   ( 
c i l ^ W °   +  NH3  >  

, 
c i �  
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b)  hydrolysis  with  NaOH  to  obtain  the  corresponding  anthranilic  acid 

CI 
CI 

CI  r / ^ V s r C 0 N  

ci  k j - c o ^   + NaOH 

CI 

CI 

NH2 

COOH 

CI 

c)  diazotization  and  subsequent  hydrolysis  to  obtain  the  tetrachlorortoxyhydrossybenzoic  acid 

CI 

CI 

CI 

CI 

NH2 
COOH +  NaOH 

d)  esterification  trichloroacetic  acid 

CI 
C l f ^ l  OH 

Clk,  ^COOH 

CI 

CI 

CI 

CI 

CI 

OH 
+  CC1,C00H- 

COOH  3 

OCOCCl. 

COOH 

Patentanspriiche  fiir  die  Vertragsstaaten:  BE  CH  DE  FR  GB  IT  LI  LU  NL  SE 

1.  Tetrachlorbenzoesaurederivat  der  Formel: 

CI 
C l r ^ N   OCOCCl  

3 
C lL   J   COOH 

OCOCCl. 

COOH 

CI 

(1) 

(Trichloraceto-orthoxy-3,4,5,6-tetrachlorbenzoesaure),  das  chemotherapeutisch  aktiv  gegen  kutane  und 
subkutane  Tumorneubildung  ist. 

2.  Verfahren  zur  Herstellung  einer  Verbindung  nach  Anspruch  1,  dadurch  gekennzeichnet,  dalS 
ausgehend  von  Tetrachlorphthalanhydrid  folgende  Schritte  durchgefijhrt  werden: 

a)  Behandlung  des  Anhydrids  mit  Ammoniak 

CI 

CI  r ^ N - C O N  

CI  k J - C O ' 0   +  NH3  > C I �  .0  +  NH. 

b)  Hydrolyse  mit  NaOH,  urn  die  korrespondierende  Anthranilsaure  zu  erhalten 
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c)  Diazotierung  und  darauffolgende  Hydrolyse,  um  die  Tetrachlor-orthohydroxybenzoesaure  zu 
erhalten 

+  NaOH 
CI 

CI 

CI 

Ci 

3H 

:ooh 

d)  Veresterung  mit  Trichloressigsaure 

CI 

OH 
+  CC1.C00H- 

COOH  3 

CI 

CI 

CI 

CI 

OCOCCl. 

COOH 
3 

3.  Zusammensetzung,  die  die  Verbindung  nach  Anspruch  1  enthalt,  dadurch  gekennzeichnet,  dalS  in 
einer  walSrigen  oder  physiologisch  stabiien  Losung  1  bis  12%,  vorzugsweise  6%,  Trichloraceto-orthoxy- 
3,4,5,6-tetrachlorbenzoesaure  und  1%  NaCI  enthalten  sind. 

4.  Zusammensetzung  nach  Anspruch  3,  dadurch  gekennzeichnet,  dalS  sie  Lokalanasthetika  enthalt. 
5.  Zusammensetzung  nach  Anspruch  4,  dadurch  gekennzeichnet,  dalS  als  Lokalanasthetikum  2% 

Lidocain  verwendet  wird. 
6.  Zusammensetzung,  die  die  Verbindung  nach  Anspruch  1  enthalt,  dadurch  gekennzeichnet,  daft  sie 

Glycerol  und  Starke  od.dgl.  in  Kombination  mit  1  bis  12%,  vorzugsweise  6%,  Trichloraceto-orthoxy-3,4,5,6- 
tetrachlorbenzoesaure  enthalt. 

Patentanspruch  fur  den  Vertragsstaat:  AT 

Verfahren  zur  Herstellung  von  Trichloroaceto-orthoxy-3,4,5,6-tetrachlorbenzoesaure  der  formel 

CI 

CI 

CI 

CI 

OCOCCL 

COOH 

( I )  

dadurch  gekennzeichnet  dass  ausgehend  von  Tetrachlorphthalanhydrid  folgende  Schritte  durchgefuehrt 
werden: 

a)  Behandlung  des  Anhydrids  mit  Ammoniak 

CI 

CI  | ^ > C 0 N   , 
o  +  nh,  > 

ci  3 c i �  

b)  Hydrolyse  mit  NaOH,  um  die  korrespondierende  Anthranilsaure  zu  erhalten 

CI 

CI  i ^ S > C 0 N  

ci  k ^ J - c ^   +  Na0H 
CI 

CI 

c i  

Cl 

ci 

NH2 

COOH 

8 
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c)  Diazotierung  und  darauffolgende  Hydrolyse,  um  die  Tetrachlor-orthohydroxybenzoesaure  zu 
srhalten 

CI 

Ci 

to 

15 

20 

25 

30 

Ci 

c i r ^ ^ i O H  

:00H  +  NaOH  ■>  C l k ^ C O O H  

Ci 

d)  Veresterung  mit  Trichloressigsaure 

Ci 

Ci 

Ci 

3H 
+  CC1-C0OH- 

:ooh  3 

Ci 

Ci 

Cl 

CI 

Cl 

jcocci3 

:ooh 

Revendications  pour  les  Etats  contractants:  BE  CH  DE  FR  GB  IT  LI  LU  NL  SE 

1.  Derive  de  I'acide  tetrachlorobenzoi'que  ayant  la  formule: 

Cl 

Cl  ^   ococci  3 
C i l ^ ^ J   COOH 

Cl 

(acide  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoique),  chimiotherapeutiquement  actit  a  I  egard  des 
35  neoformations  cutanees  et  souscutanees  benignes. 

2.  Procede  pour  la  preparation  du  compose  selon  la  revendication  1,  caracterise  par  les  etapes 
suivantes,  a  partir  de  I'anhydride  tetrachlorophtalique: 

a)  traitement  de  I'anhydride  avec  de  I'ammoniac, 

40 

45 

50 

55 

Cl 

Cl 

Cl 

Cl 

coN 
C0'°  +  NH3~ 

Cl 

Cl 

Cl 

Cl 

cov 

CO- 
Nn 

b)  hydrolyse  avec  NaOH  pour  obtenir  I'acide  anthranihque  correspondant 

Cl 

NH  +  NaOH 

Cl 

">  Cl 

NH2 
COOH 

Cl 

c)  diazotisation  et  hydrolyse  subsequente  pour  obtenir  I'acide  tetrachlorortoxyhydrossyoenzoique 

60 

65 

Cl 

Cl 

Cl 

Cl 

NH2 

COOH +  NaOH  >  

Cl 

Cl 

Ci 

Cl 

OH 

COOH 

9 
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d)  esterification  par  I'acide  trichloroacetique 

3H 
+  CC1.C00H- 

:ooh  3 

: i  JCQCC1, 

z i ^ ^ y   cooh 

Cl 

3.  Composition  contenant  le  compose  selon  la  revendication  1,  caractensee  en  ce  qu  elie  comprena, 
Jans  une  solution  aqueuse  ou  physiologiquement  stable,  de  1  a  12%,  de  preference  6%,  d'acide  trichloro- 
jcetortoxy-3,4,5,6-tetrachlorobenzoTque  et  1  %  de  NaCI. 

4.  Composition  selon  la  revendication  3,  caracterisee  en  ce  qu'elle  comprend  des  anesthesiques 
ocaux. 

5.  Composition  selon  la  revendication  4,  caracterisee  en  ce  que  les  anesthesiques  locaux  sont 
:onstitues  par  2%  de  lidoca'ine. 

6.  Composition  constitute  par  le  compose  selon  la  revendication  1,  caracterisee  en  ce  qu'elle 
:omprend  de  la  glycerine  et  de  I'amidon  ou  analogue,  combine  avec  1  a  12%,  de  preference  6%,  d'acide 
:richloroacetortoxy-3,4,5,6-tetrachlorobenzoTque. 

Revendication  pour  I'Etat  contractant:  AT 

Procede  pour  la  preparation  du  acide  trichloroacetortoxy-3,4,5,6-tetrachlorobenzoique  ayant  la 
brmule: 

Cl 

Cl 

Cl 

Cl 

OCOCCl  3 
COOH 

caracterise  par  les  etapes  suivantes,  a  partir  de  I'anhydride  tetrachlorophtalique: 
a)  traitement  de  I'anhydride  avec  de  I'ammoniac, 

Cl 

:o-°  +  3~ 
Cl 

Cl 

^ > c o s  

^ > c o -  
'  Cl 

NH 

b)  hydrolyse  avec  NaOH  pour  obtenir  I'acide  anthranilique  corresponaant 

Cl 
Cl 

ci  r ^ > c o N  

Cl 
NH  +  NaOH 

Cl 

Cl 

NH2 
COOH 

Cl 

c)  diazotisation  et  hydrolyse  subsequente  pour  obtenir  I'acide  tetrachlorortoxyhydrossybenzoi'que 

+  NaOH 

10 



sterification  par  I'acide  trichloroacetique 

+  CC1.C00H 
)H  3 

1  UU 
J  mi C l ^ ^ J   CO! 

Cl 

)H 
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