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T h e  authore O f  8 chapter ozl qU8liw OOntrOl 19 
a reoently published tertboak (1) e f f o r b s t Q  auo= 
ceeded in formalatin& a straightforrard deiiPit ion 
of exoipiente as moomponente of a finished do- 
form o ther  than the therapeutio iagTedient.* In dew 
eoribing them sabetanoea what they are not rath- 
er than b~ what they are, a txmantio eolution t o  an 
ancient philologioal dilemma has been found. Contin- 
ping along this neg;ative Wthrray, the realera are 
informed that exeipients are ooneidered t o  be "19- 
e r t *  but the author8 fail t o  a ta te  whether thlr is 
their opinion or merely the repetition of 8 oommon 
h i s t o r i o a l  oomention. B o w e r ,  when they oonolude 
wlth a warning that the- niaertm BPaterisle oan in- 
fluenoe the qualiw o f  a drpe produot, the brevity 
of their definit ion provides a meamre of inerxrapoe 

w e t  inevitable ori t ioism.  

aa  is the traclition amow lexioographerr, 8 atnndnrd 
US d l o t i o m  (2) defWs an exoipient a8 a pharre 
oologioslly inert, adheeive nubmtanoe, a# haney, 
-nap, or gum eo+oia, umd t o  blnd the oontentm of a 

mom heavily upon the o r i g i n  o f  words 

a7 
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aa COOPER 

p i l l  o r  tablet. Although the Latin derivation i s  
more obvious i n  th i s  definition, the meaning is  too 
restrictive o f  modern ussge and properties of excip- 
iente. The language problem beC01~8 even more con- 

substituted. Under the chapter heading of "Pha;rma- 
ceutical Receaaities", the current edition of Reming- 
ton's phs;rmaceutioal Scienaes (3) deecribes Itmb- 
8tanCe6 which m of l i t t l e  o r  no therapeutic value, 
but rhich are useful in the manufacture and com- 
pounding of varioue pharmaceutioal preparationam. 
Theee neceaeitiee are aepmated into eectiona in  ao- 
cordance with their function in a formulation; 1.e.) 
antioxidants, coloring agenta, flavors, eolvents, 
etc. The compendia, dignified by the respect accord- 
ed t o  age, rest upon their  regtalat0l.g authority and 
permit the addition of isub8tanCeS t o  a doesge form 
f o r  improvement of  stability, usefullnees ( s ic l )  , 
pharasceutical eleganoe, o r  f o r  tecbnological rea- 

Moet of  the additives in the Pharmacopeia (4) 

fU6ing when alternative words O r  eXpFe68iOIl8 aI'e 

8 O P B .  

are described in approximately 110 monographs in the 
aeotion on Phamaceutic Ingredient6 although quite a 
few can be found as phannaceutlc Aids in  the section 
on Therapeutio Substanoes and Doeage Forms. The re- 
quirements f o r  added eabstrrncee in the Rat iona l  For- 
mulaq (5) are alPPoet a mirror image of those In the 
Phamaoopeia except that they sm desoribed in about 
100 monographs in the eeotlon on Pharmmautio Mde 
o r  as Pharmeceutio Aide i n  the seotion on Therapeut- 
i o  Subatanoea. The aatual %eerP1lPesem of an addi- 
t ive i a  mod cleerly expreesed by its i n t d e d  rune- 
tion and the compendia require 54 words or expres- 
sitme t o  U u v e r  the applloable hrnotiona. 
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CODEX OF PHARMACEUTICAL EXCIPIENTS 89 

Even a anperficid historical vier of excipi- 
ents a8 defined Laobman et al. (1) illustrate8 a 
surpriaingls persistant attitude 'of indifference to 
their importance in dosage f o m  design. The implica- 
tion of ainertneesn oonsiatently tended to relegate 
the scientific Investigation of the properties of 
these material6 and their potential for interaction 
with drugs, other excipients, and paclcagiq materi- 
a l s  to a eecondary role or to ha&oue empirical 

there been a slowly  evolving change in this attitude 
with an accompanying increase in the volume and 
quality of research papers. With the rapid acceler- 
ation of Investigational programs on bioavailability 
and bioequlvalence, the relative magnitude and im- 
portance of problems involving the effects of ex- 
cipients on the biological behavior of dosage forms 
have also gsined increadng recognition. 

Phann8oopeisl monographa for excipiente eseen- 
tially deal rith standards for identity, puriiq and 
as- but generally omit teats for pbyaioal proper- 
ties and function. Critlcim of cornpendial standards 
for excipiente in the OTA Report on Bioequivalence 
( 6 )  was limited to non-apecifioity of test methoda, 
potential influence on bioavailabiliQ, and the nun- 
ber of important excipients exeluded from official 
requirements. In vier of the oritioal importanee of 
potential Interactions between excipiente and drugs 

with manufacturlq proce88e8, the inclusion of offi- 
cial atandarda for a m y  of the pbysioal properties 
of exoipienta would be extremely dlffioult, if not 
r r C r t p a l l y  undesirable. 

judgements. dUriag the past three decade8 ha8 

do- fOm8 as -11 88  the Va38bh8 88SOCiated 
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90 COOPER 

However, the practical value of an encyalopedic 
Qpe of compilation of excipiente is beyond dispute 
and in 1974 a collaborative program orgasized by 
the major Swiss pharmaceutical co~&m~2ies resulted 
in the publication in the German lan&uage of a cat- 
alog of phanuaceutical excipienta (Katalog phamm- 
zeutiecher Hilfsstofi!e). This loose-leaf book con- 
taine deecriptive information, names of suppliers, 
teet methods and results for various pesameters as 
obtained f r o m  the literature or measured in the lab- 
oratoriee of the collaborating compsniea, and the 
Intended funotiaaal role(6) of the selected excipi- 
ente in pharmsceutiaal doeage forms. 

of codex in m i a h  was discuseed with British aoa- 
d d c  and industfisl and q U i c w  agreed 
upon provided that the scope of the publication 
would conform ulth formulation practlcee an8 cur- 
rent standards in the United States and United Icing- 
don. & April 1976, the APM boadewy of Pharmacmti- 
oal Seiences authorilted the establishment of tho Co- 
dex of Phwmaceutioal Estciplests projeot w i t h  lmple- 
auntstion to be the respon8lblllty of the Indtlstrial 
pbsnaceutioal Teohnologg (I=) Section. Shortu 
thereafter, the Council of the Phameoeatical Socl- 
ety of Great Brit- approved the request of their 
Industrisl Practloe Sub4-tt.e to oollaborate 
with the Aoade4y In the preparation of the Codex. 

In the USA, the mlentific direction of the 
project I s  the responeibllity of a Seer- Cornnit- 
tee whloh, I n  addition to Jaok Cooper a8 Project 
Chairman and Zalc Chodran a8 Rojeot Vloe Chalrnera, 

The advisability of PpbliAhirZp a similar type 
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CODEX OF PHARMACEUTICAL EXCIPIENTS 91 

is made up of four academic scientists from four 
school8 of PhaJmUray and thirteen industrial mien- 
tlsts from ten pharmaceutioal o m w e e .  John Her- 
my, Director of the Institute of Drug Technology 
Ltd. of Australia, Jerome Rehatein, Director of 
Laboratorg Remarch for Vlck International in Paris, 
Hans H e m ,  Director of Solid Dosage Form Resesroh 
and Developent for CIBA-GEIGY in Swlteerland, B.9. 
Rotafall, Bureau of Drug huvel l lanoe in Canada, and 
Pierre Burl, Professor of Pharaaceutios and Blo- 
pharmaoeutics a t  the U n i v e r e i t S .  of Geneva, have a- 
greed to  mrve a8 Corresponding Members of the 
Steer- Committee. Otbr dlstingrziehed eclentlsta 
from Italy, Denmark, Sweden and Japan have been in- 
vited t o  88-e i n  the same oapaoiw. 

The preparation of manograph texts for the Co- 
dex will be M e d  by the manbare of the Monograph 
Committee, currently conslstiryt of 22 phsmraceutl- 
cal eolentlata from 15 echoole of  paawsoS and 62 
phazlnsoeutloal srclentlsta from 38 phamaoeutioal 
cornpanlee. An opinion mrvey Invol- recomwnd- 
atione for the mlection of exoipieats and the mpeo- 
trum of teolmioal inforrpetlon t o  be lnoluded in the 
monompha haa been conducted among the member8 of 
the Steering sad Monograph Comaitteee. Addltlonsl 
data from broader survey# Involving the frequeaoy 
of urn of oxolpients I s  a lso available and rill be 
ueed t o  provide an adequate data base f o r  the no- 
lectlon pmoeas. 

In the Unitod Kingdom, a Llalsaa Committee ro- 
epoarribl. for the implemontation of the project h e  
been eatabllshsd under the ohaimcanahip of Robert 
Weir, Manager of Teohnioal Dwelopent for tBe Boots 
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92 COOPER 

Compaay Ltd .  J o b  Rees, Senior Lecturer i n  Phanna- 
ceatic8 at the Universitg of  Aeton, is Coordinator 
of Laboratory Testin& and John Bell, Pharmaceutical 
Development Manager f o r  Fisons Limited, is Finanoial 
Controller and Tecbnioal Administrator. Surveys slmi- 
18r t o  those undertaken in the USA are currently un- 
der rrey and, in addition t o  the active volunteer 001- 
l a b O r a t O r 8 ,  8 number of special ie ts  in pertinent 88- 

pect8 of phsrPaaceutic8 have agreed t o  serve as scien- 
t i f i o  advieors. 

Although there is general reoognition of the 
oolppler and d i f f i cu l t  problems aesociated with the 
selection of the initial group of excipients f o r  in- 
olusion in the Codex from the 700-800 now present in 
marketed drug produots, and in the collection of the 
widely scattered technical. data for presentation in 
the monographs, the ultimate value of the Codex is 
obvious and explains the prompt and enthu8iastic re- 
sponse of the collaborators. The latter represent a 
broad cross section of the various disciplines active 
in the phannaceutioal sciences Whose training and ex- 
perlenae oan sucaessfully overcome the diffiCultie8 
and bring for th  a compilation of great practical  
value t o  formulators, technologists, analysts and 
eduoatore. 
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