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SUMMARV Many  ac t i ve  i ng red ien ts  and  exc ip ien ts  p resen t  i n  a l l opa th i c  d rugs  de r i ve  f rom food  a l l e rgens  no rma l l y  assoc ia ted
w i th  compu lso ry  food  labe l l i ng .  Th is  s tudy  was  under taken  to  eva lua te  the  p resence  o f  these  componen ts  i n  the  va r ious  phar -
maceu t i ca l  f o rmu la t i ons  o f  the  50  h ighes t -se l l i ng  d rugs  in  F rench  pharmac ies  in  2002  ( i n  quan t i t y  and /o r  va lue ) ,  and  to  assess
the i r  l abe l l i ng  on  the  packag ing  o f  these  d rugs .  The  174  pharmaceu t i ca l  f o rmu la t i ons  o f  86  d rugs  were  s tud ied  and  the  com-
pos i t i on  o f  each  one  was  iden t i f i ed  us ing  da ta -p rocess ing  so f tware .  An  exc ip ien t  de r i v ing  f rom an  a l l e rgen  w i th  ob l i ga to ry
l a b e l l i n g  i n  f o o d  i s  p r e s e n t  i n  5 8 . 6 0 / o  o f  t h e  s t u d i e d  p h a r m a c e u t ì c a l  f o r m u l a t i o n s .  A l m o s t  o n e  t h i r d  ( 3 2 . 2 % l  o f  t h e s e  m e d i c a -
t i ons  a re  co r rec t l y  l abe l l ed  s ince  the  exc ip ien ts  i n  ques t ion  a re  a l ready  known to  have  adverse  e f fec ts .  Th is  s tudy  demons-
t r a t e s t h e  a c t u a l  p r e s e n c e  o f  c o m p o n e n t s  d e r i v e d  f r o m  a l l e r g e n s  w i t h  c o m p u l s o r y  f o o d  l a b e l l i n g  i n  t h e  5 0  h i g h e s t - s e l l i n g  p h a r -
m a c e u t i c a l  p r o d u c t s  i n  F r a n c e  ( i n  v a l u e  a n d i o r  v o l u m e ) ,  G i v e n  t h e  a b s e n c e  o f  c l e a r  l a b e l l i n g  o f  f o o d  a l l e r g e n s  i n  d r u g s ,  a l l e r -
go log is t s  mus t  i n fo rm bo th  the  med ica l  and  pub l i c  commun i t i es  o f  t h i s  po ten t ia l  r i sk .  l t  i s  equa l l y  impor tan t  tha t  the  pharma-
ceu t i ca l  l abo ra to r ies  imp lement  c lea r ,  i n fo rmat i ve  labe l l i ng  o f  food  a l l e rgens ,  s im i la r  to  tha t  o f  t he  food  indus t ry .

any  ac t i ve  i ng red ien t s  and  exc ip i en t s  p re -

sen t  i n  a l l opa th i c  d rugs  de r i ve  f r om food

a l l e rgens  no rma l l y  assoc ia ted  w i t h  compu l -
s o r y  l a b e l l i n g  ( 1 ) ,  w i t h o u t  b e i n g  c l e a r l y  l a b e l l e d  o n
t h e  d r u g  p a c k a g i n g .  A c c o r d i n g  t o  t h e  E u r o p e a n
Direct ive 20031891EC dated November  10,  2003, the 12
fam i l i es  o f  f ood  a l l e rgens  requ i r i ng  manda to ry  l abe l -
l i ng  on  f oods  a re :
.  G lu ten -con ta in i ng  ce rea l s  ( i . e .  whea t ,  r ye ,  ba r l ey ,

oa t s ,  spe l t ,  kamu t  o r  t he i r  hyb r i d i sed  s t ra i ns )  and
der ived products

.  C rus taceans  and  de r i ved  p roduc t s

.  Eggs  and  de r i ved  p roduc t s

.  F i sh  and  de r i ved  p roduc t s

.  Peanu ts  and  de r i ved  p roduc t s

.  Soybeans  and  de r i ved  p roduc t s

.  M i l k  and  de r i ved  p roduc t s  ( i nc l ud ing  l ac tose )
' N u t s :  i . e .  A l m o n d  ( A m y g d a l u s  c o m m u n i s  L . ) ,

H a z e l n u t  ( C o r y l u s  a v e l l a n a ) ,  W a l n u t  ( J u g l a n s  r e g i a ) ,

Cashew (Anaca rd ium occ iden ta le ) ,  Pecan  nu t  (Ca rya

i l l i n o i e s i s  ( W a  n g e n  h .  )  K .  K o c h  ) ,  B r a z i l  n  u t
(Be r tho l l e t i a  exce l sa ) ,  P i s tach io  nu t  (P i s tac ia  ve ra ) ,
M a c a d a m i a  n u t  a n d  O u e e n s l a n d  n u t  ( M a c a d a m i a

te rn i f o l i a )  and  de r i ved  p roduc t s

( 1 ) P ' L r " " r " e ;  ( 2 )  M é d e c i n e  I n t e r n e ,  l m m u n o l o g i e  C l i n i q u e  e t
A l l e r g o l o g i e ,  C e n t r e  H o s p i t a l i e r  d e  N a n c y ,  H ò p i t a l  C e n t r a l ,
29  avenue du  Marécha l  de  La t t re  de  Tass igny  -  54035 Nancy

.  Ce le r y  and  de r i ved  p roduc t s

.  Mus ta rd  and  de r i ved  p roduc t s

.  Sesame seeds and der ived products

.  Su lphu r  d i ox ide  and  su lph i t es  a t  concen t ra t i ons  o f

more than 10 mg/kg or  10 mg/ l i t re  expressed as SO2.

We evaluated the presence of  components  der ived

f rom food  a l l e rgens  requ i r i ng  ob l i ga to ry  l abe l l i ng
(FAROL) in  var ious pharmaceut ica l  forms of  the 50

h ighes t - se l l i ng  d rugs  i n  F rench  pha rmac ies  i n  2002  ( i n

quant i ty  and/or  va lue)  (2) .  Su lph i tes  were not  taken

in to  account  because they be long to  exc ip ients  known

to have a recognized act ion or  e f fec t  and consequent ly

a re  c l ea r l y  l abe l l ed  on  t he  d rug .  The  exc ip i en t s  known

to have a recognized act ion or  e f fec t  are  those whose

presence may requi re  precaut ions for  use in  cer ta in

categor ies  o f  pat ients  and are publ ished by the French

Agency for  the Sani tary  Safety  o f  Heal th  Products
(AFSSAPS)  i n  t he  append i x  t o  t he  l i s t  o f  gene r i c  d rugs

regu la r l y  upda ted  i n  dec i s i ons  pub l i shed  i n  t he  F rench

government gazette (Jou rnal Off iciel).

MATERIAL AIUID METHOIDS

The 50 h ighes t -se l l ing  drugs  in  French pharmac ies  in
2002 ( table l )  in value and/or quant i ty were f i rst  poo-
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l ed  and  t hen  c l ass i f i ed  i n  o rde r  t o  e l im ina te  t hose  p re -

sen t  i n  t he  two  l i s t s  pub l i shed  by  t he  AFSSAPS (2 ) .

The  va r i ous  pha rmaceu t i ca l  f o rmu la t i ons  o f  t hese

drugs were processed separate ly .  The composi t ion o f

each  d rug  was  t hen  s tud ied  us ing  t he  Thé r i aque  da ta

base  (3 ) ,  consu l t ed  i n  Ju l y  2004 ,  and  t he  V ida l  2003  (41

and  2004  (5 )  d rug  compend iums  wh i ch  con ta in  t he

Summar ies o f  Product  Character is t ics  (SPC).  The act ive

ing red ien t s  and  exc ip i en t s ,  de r i v i ng  o r  poss ib l y  de r i -

v i ng  f r om FAROL were  i ndexed .

The  d rugs  poss ib l y  con ta in i ng  a  FAROL were  coun ted

and  c l ass i f i ed  i n to  f ou r  ca tego r i es :
' Allergen labelled because the excipient is known to

have a recognized action or effect: the FAROL is

i den t i f i ab le  because  i t  conce rns  an  exc ip i en t  known

to have a recognized act ion or  e f fec t  and is  thus

labe l l ed  on  t he  ex te rna l  packag ing  o f  t he  d rug ;
'  A l lergen not  labe l led:  the FAROL is  not  labe l led on

ex te rna l  packag ing  because  i t  i s  no t  cons ide red  t o

be  an  exc ip i en t  known  to  have  a  recogn i zed  ac t i on

or effect;
.  P o s s i b l e  a l l e r g e n  i n  f l a v o r i n g ;
.  N o n  i d e n t i f i a b l e  a l l e r g e n :  f o r  e x a m p l e  l e c i t h i n

w i t hou t  spec i f i ed  o r i g i n .

We  i den t i f i ed  t he  p resence  o f  f l avo r i ng  i n  t he  t a rge ted

d rugs  and  assessed  the  compos i t i on .  We  found :
.  d rugs  w i t h  a t  l eas t  one  f l avo r ;
'  f l avo r  o f  unknown  compos i t i on ;
.  d rugs  w i t h  a  f l avo r  poss ib l y  de r i ved  f r om a  FAROL.

RESUTTS

Our  research  h igh l igh ted  some d i f fe rences  be tween
the  Thér iaque da ta  base and the  V ida l  d rug  compen-
d i u m s  ( 4 ,  5 ) .  T h é r i a q u e  h i g h l i g h t e d  a n  a d d i t i o n a l  e x c i -
p ien t  o f  p robab le  a l le rgen ic  o r ig in  on  th ree  occas ions ,
probab ly  because i t  has  been updated  more  recent ly
and has  mul t ip le  sources  o f  in fo rmat ion :  SPC f rom
the AFSSAPS,  European Pub l ic  Assessment  Repor ts
(EPAR)  f rom the  European Agency  fo r  the  Eva lua t ion
o f  M e d i c i n a l  P r o d u c t s  ( E M E A ) ,  M e r c k  l n d e x ,
Nominum Index ,  e tc .  Our  ana lys is  uses  the  da ta  ex t ra -
c ted  f rom Thér iaque ( tab le  1 ) .

The 50  h ighes t -se l l ing  drugs  in  France in  2002 ( in

va lue  and/or  vo lume)  cons is t  in  86  drugs  and 174
pharmaceut ica l  fo rmula t ions .  Among these 174 phar '

maceut ica l  fo rmula t ions ,  58 .6% conta in  a t  leas t  one
exc ip ien t  der ived  f rom a  FAROL.  32 .2% conta in  on ly
excipients known to have a recognized act ion or ef fect
and the ident i f icat ion of  the FAROL is possible.26.4%

of  the  drugs  conta in  exc ip ien ts  der iv ing  or  poss ib ly

der iv ing  f rom a  FAROL wi thout  labe l l ing  ( tab le  2 ) .

Var ious  examples  were  found:
.  the excipient or the act ive ingredient is or c lear ly

der ives  f rom a  known FAROL (1 .1% o f  the  med ic ina l

special i t ies),  for  example:  lysozyme, condensed mi lk;
' the  exc ip ien t  may der ive  f rom a  FAROL but  lack  o f

informat ion prevents us f rom knowing the exact or i -
g in  (6 .9% o f  the  spec ia l i t ies ) ,  fo r  example :  sod ium

carboxymethy l  s ta rch ,  lec i th in ;
.  the  random labe l l ing  o f  f lavor ing  g ives  r i se  to  a  s in -

gu la r  s i tua t ion :  the  compos i t ion  is  no t  ind ica ted  in

18.4% of the special i t ies.

Out  o f  35  spec ia l i t i es  con ta in i ng  f l avo r i ng  (Tab le  3 ) ,

t he  Thé r i aque  da tabase  p rov ided  de ta i l s  f o r  22  o f

t hem (3 ) .  Twe l ve  con ta ined  a  f l avo r  base  wh i ch  cou ld

poss ib ly  der ive f rom a FAROL ( lac tose or  mal todex-

t r i n ) .

We  compared  t he  number  o f  d rugs  whose  f l avo r  was

men t i oned  i n  V ida l  2001  (7 )  w i t h  t he  resu l t s  o f  ou r

s tudy .  Fo r  21  ex i s t i ng  d rugs  i n  2001  and  f o r  wh i ch  t he

compos i t i on  o f  t he  f l avo r  i s  cu r ren t l y  known ,  on l y  3

were  de ta i l ed  i n  V ida l  2001 .  Fo r  one  o f  t hese  d rugs ,

t he  name  o f  t he  f  l avo r  base  (ma l t odex t r i n )  i s  mod i f i ed

to  dex t r i n  w i t hou t  mod i f i ca t i on  o f  t he  componen t .

DTSGUSSTON

Th is  ana l ys i s  demons t ra tes  t he  p resence  o f  FAROL i n

t h e  5 0  h i g h e s t - s e l l i n g  d r u g s  ( i n  v a l u e  a n d / o r  v o l u m e )

in  F rance  i n  2002 . l f  t he  FAROL i s  c l ass i f i ed  as  an  exc i -

p ient  known to  have a recognized act ion or  e f fec t ,

l abe l l i ng  i s  compu lso ry  on  t he  ex te rna l  packag ing  o f

t he  d rug .  O the r  exc ip i en t s  no t  f ound  i n  t h i s  l i s t  need

no t  be  l abe l l ed .

Some  exc ip i en t s  a re  l abe l l ed  w i t h  t he  names  o f  ca te -

go r i es  ( l ec i t h i ns ,  s ta r ches ,  f l avo rs ,  e t c . )  w i t h  no  p rec i -

se  i n fo rma t i on  on  i t s  exac t  na tu re  and  o r i g i n .  The

labe l l i ng  o f  t he  exc ip i en t  o r  t he  ac t i ve  i ng red ien t  may

no t  i nd i ca te  t he  exac t  o r i g i n  o f  t he  p roduc t  c l ea r l y

enough  fo r  unsuspec t i ng  a l l e rg i c  pa t i en t s :  i n  t he

absence  o f  c l ea r ,  i n fo rma t i ve  l abe l l i ng ,  i t  i s  necessa ry

to  t each  pa t i en t s  how  to  dec iphe r  l abe l s  co r rec t l y '  A

pa t i en t  a l l e rg i c  t o  egg  mus t  be  i n fo rmed  tha t  t he  l yso -

zyme  i n  LYSOPAINE@ con ta ins  an  egg  p ro te in ,  o r  t ha t

the mal t  in  LAXAMALT@ comes f rom bar ley  (source

o f  g l u t e n ) .  C l e a r e r  a n d  m o r e  i n f o r m a t i v e  l a b e l l i n g

wou ld  reduce  t he  r i s k  o f  e r ro r  when  read ing  l abe l s .

These  exc ip i en t s  and  ac t i ve  i ng red ien t s  de r i ved  f r om

FAROL may  be  h idden  a l l e rgens  f o r  a l l e rg i c  pa t i en t s .

The  absence  o f  c l ea r  l abe l l i ng  requ i res  a l l e rgo log i s t s

to  imp lemen t  a  s t ra tegy  o f  ass i s tance  i n  read ing  and

dec iphe r i ng  l abe l s  and  t he  names  o f  va r i ous  p roduc t s

de r i ved  f r om the  FAROL (8 ) .  l t  i s  s im i l a r l y  necessa ry  t o

I
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44 (44) DIALGIREX@ dextropropoxi fen /  paracetamol Analgesics

4 5  ( 1 8 )  '  A U G M E N T I N @  a m o x i c i l l i n  /
r  c lavu lana te  oo tass ium , Antibiolfc

,  An t i - in f lammatory

(38) ,  VEINAMITOL@ troxerut ine ,  Venotonic

(26)  I  PROZAC@ f luoxet lne  Ant idepressant  ;

+6

48

Table 1.

Ant i -u lcer



t r a i n  pha rmac i s t s  t o  avo id  us ing  f ood  a l l e rgens  f o r

a l l e rg i c  pa t i en t s .

Labe l l i ng  o f  componen ts  o f  f l avo rs  added  to  mask  o r

imp rove  t he  t as te  and  sme l l  o f  ce r t a i n  d rugs  i s  r an -

dom.  The  compos i t i on  o f  t he  f l avo rs  i s  comp lex :

var ious so lvents ,  bases,  dyes,  preservat ives and addi -

t i ves .  They  a re  c l ass i f i ed  as  f o l l ows  (6 ) :

.  chem ica l l y  de f i ned  f l avo r i ng  agen ts  ( i . e . :  l evomen-

tho l  ex t racts  f rom Mentha arvens is) ,
.  a r t i f i c i a l  f l avo r i ng  agen ts ,  no t  ex i s t i ng  i n  a  na tu ra l

s t a t e  ( i . e . :  m e n t h o l ,  v a n i l l i n ) ,
'  comp lex  f l avo r i ng  agen ts  manu fac tu red  f r om na tu -

ra l  products
.  f l avo r  t r ans fo rma t i on  agen ts  ob ta ined  by  hea t i ng

s u b s t a n c e s  t h a t  a r e  n o t  n e c e s s a r i l y  f l a v o r i n g

agents .

The term "f lavor"  can refer to a combinat ion of  these

var ious categor ies.  Our research shows the benef i t  to

be  ga ined i f  pharmaceut ica l  labora tor ies  pub l i shed

the  prec ise  compos i t ion  o f  the  f lavours  used in  the i r

med ic ina l  p roduc ts .

The presence o f  lac tose  or  wheat -der ived  produc ts

i s  c o m m o n  i n  f l a v o r s  o f  k n o w n  c o m p o s i t i o n '  l t  i s

i m p o r t a n t  t h a t  p h a r m a c e u t i c a l  l a b o r a t o r i e s  i m p l e -

m e n t  c l e a r l y  i n f o r m a t i v e  l a b e l l i n g  f o r  a l l e r g i c

p a t i e n t s  b y  i n d i c a t i n g  t h e  n a m e  o f  t h e  F A R O L :  m i l k ,

wheat .  e tc .

Pharmac is ts  have an  impor tan t  ro le  to  p lay  when

rep lac ing  s tandard  drugs  by  gener ics .  They  must

know the  exac t  compos i t ion  o f  the  drugs  they  in tend

to  rep lace  when dea l ing  w i th  pa t ien ts  w i th  a  known

r r ^ - a : r : - L r ^  I  c l o n l  I D ^ o o i h l a  1FAROL ? Possible
f  Number  ,Number  o f

i of drugs I drugs
? without
, FAROL

Number of
drugs possibly

containing
at least a

FAROL

because
excipient
known to

have a
recognized action

lthe form of I

5- ^-li-
- ' - tó-

lt
18.4

fdentifiable I FAROL ? Possrble 1
FAROL not labelled FAROL in :

ó'Ji .r'óól'iols I ltút' I i, 
-- 

i t

Tablets /  Capsules

saór'éit

Eyedrops

:Ta \a l
1 Ratio (%)

100 i  ss
. . ........ .. ..1.-....-..... . .

1 3 i 2
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1r1, 2
l : -  '  -  ' -  '1" '
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Aerosols /  throat sprays '1 I  Z q

fóóí";í ;;; i"-r ló"ti'*iiuiiÀ'1 
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Table 2: Food al lergens submitted to compulsory label l ing in the 50 highest-sel l ing drugs ( in value andior volume) in France in2002'

F igure 1 :  FAROL present  in  the var ious pharmaceut ica l

fo imulat ions o f  the 50 h ighest -se l l ing drugs ( in  va lue and/or
vo lume)  in  France in  2002.

, iDrugs containing I Flavors whose i Presence of

,  ,  a f lavor  composi t ion is  I  apotent ia l

i  ,  publ ished (4, 6) lal lergen in f lavor

i t u n t " t r / c a p s u l e s  1  7  i  +  i  q

1 1  B  6

i  Orat  suspens ions /  SYruPs 16 10 t  7

; Injectable ,,  " ' i - - _ - _ - - - -  I
1 . . . . . . . -  . . .  . . . . . . . . . . . . . . . . . . . . . . . .  . - - . 4 -  -  . .  - ' " '

I  Aerosols /  throat sprays 1
;io,piiuí ,ó,rtó I r.nort n *utn'i
1 - -  -  '  '
í  Eyedrops | ,

1  Suppos i tor ies

Table  3 :  F lavors  present  in  the var ious pharmaceut ica l  formulat ions o f  the 50 h ighest -

se l l ing drugs ( in  va lue and/or  vo lume)  in  France in  2002 '
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al lergy.  In addi t ion to these measures,  i t  is  necessary
to fo l low the European Direct ive on the compulsory
labe l l ing  o f  cer ta in  a l le rgens  in  food,  and to  take  in to
account  the  r i sk  o f  food a l le rgy  in  pharmacy and leg is -
la te  fo r  c lear  labe l l ing  o f  FAROL in  d rugs .
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