Qualification of Excipient Vendors

[nhis guest editorid o Phormocention! Toohnolery®s Jamumry
[958 issue, Michael Groves describad the gruesome outcomes
cansed by the wse of contaminated or counterfefied glycerin,
Although 1 agree with the contention thir testing shouli pre-
vent such incidents, we at the International Pharmacentical Ex-
cipients Conmeil (TPEC) believe that a more holistic approach
1o the control of these vendors 18 in order. Investigation of the
incident in Haiti revealed that not only did the manufacturer
fail to seek assorance that the vendor’s manufacturing prac-
tices met GMP standards, but also that several different entities
handied the materia] during its life cyvele from manufacture m
Chana through several agents m the Netherlands and eventually
1o Hatiti, This serves as & wake-up call to the industry. In re-
sponse. IPEC prepared a white paper 10 serve as o guide during
the quadification of vendors.

Background. There 1s no guestion that the standards and speci-
lications establistied for excipients, either by the pharmacopeia
or by the vser ynd maker of an excipient, provide 4 series of
lests destuned 1o cnsure the safety, purity, and key charucteristics
of the matenal. During the past three decades, the technoloay of
stundardizaton has undergone 1 remarkable transition. Chemi-
cal analyses have altained new levels of precision and sensitiv-
ity, and advances in chromatography have permitled new and
more rigonous definitions of purity. Al the same tme, improved
disselution technology wid bioavuifability-biseguivalence
pnilysis of drug products penmit more thorough analysis of the
potential mopact that exeipients may have on the products and
recontirm the importance of the consistency of their churacler-
[stics, The development of the SUPAC ouidelines has begun o
gxiablish munimum requirements to ensure that changes in the
munufpcture (ncluding excipients) of the fiomd drug produed
ire considered and controlled.

Despite our advancing technology, one principle that has not
changed is that guality cannot be tested in. 11 is through consis-
tent edherence to current GMPs, as detailed 10 such documents
is IPEC s Guide for Bulk Pharmageutical Excipients and
FDA's guide on BPCs (APIs). that we can best ensure the
safety, purity, and consistency of excipients.

Guidefing. IPEC recommenids that once a supplier is 1denti-
fied a4 a source of poentizl source of u material to be used as
an excipient. the drug manufacturer should contirm (he sup-
plier's ability to adbere (o GMPs, Should the supplhier turm out
(o be a distnbutor, the excipient manufacturer's adherence (o
GMPs should he confirmed by a suitable means, If shoald he
determined whether all operations are performed by the manu-
facturer ar by subconiraclors (e.g., contract packagers) or
whether the material i sold 1o repackuagers before acquisition

by the user company. In the event such contractors or repack-
agers ire ysed, ther adherence 1o GMPS should be confirmed.
If the excipent distribuior or manufacturer has an adeguate
GMP confirmation program and is willing te share the resulis
such results may be used oeccomplish tis purpose. Adher-
ence i GMPs <hould then be reconfirmed periodically,

If the muaterial 15 in o compendivm, it should be verified tha
the mamufacturer’s tests und specifications conform o the
compendiwm, I o mochfied or noncompendinl method s wsed
it should be verified that approprate method validation has
been performed to ensure that the resulis are reliable tnd
equivident o the compendial method

With the exception of the fests for description and identific
tiom, all tests on a supplier’s certificate of analysis (C of Ay
miay he gualified for reduced testing by the purchaser, To ac-
cept the C of A and implement a reduced testing program, the
following criteria must be met,

s The supplier's ahility 1o adhere to GMPs should be confirme

» Amalytical methods showld be identical or deemed equivilen

= An adequate number of lots should be evaluated 1o compare
resulis with the € of A. Results for quantitutive gssiys must
be comparable and within specifcations. For lests other thi
quantitative assays, all results must be within specifications

s Each raw material gualified by the above procedure should
be subjected pericdically 1o complete testing W reconfirm
the reliability of the supplier's C of A results.

Finally, 45 part of the procurenient process, in agresment
should be formalized stuting thut afl meterial mus be traceab
during its distribution life eycle wnd that the user will be noti-
fied of all significunt changes.

Ay Tollow-up 1o the above puidance, IPEC 13 currently
working on more detailed guidelines covering some of the ke
topics for guafifying vendors, including
e an excipient vendor GMP audit guide
s specification development
» i certificate of analysis guide
s definition of significenl changes
s third-party cerification of excipient vendars,

Several of these guidelines should be available during 1998.

Readers who are interested in these or any other [PEC activi-
ties can contuct Alan Mercill by phone at (7033 521-3338 or
e-mail al {amercill @acl.com),
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