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Legal and economic
framework

During the past years, active phar-
maceutical ingredients (APIs), espe-
cially those for generic products,
have evolved more and more to-
wards globally available trading
goods. It is estimated that more than
80 percent of the starting materials
and APIs used for manufacturing fin-
ished medicinal products in Europe
and the USA are sourced from third
countries outside the European Eco-
nomic Area (EEA) or the USA1)

–

with constantly increasing tendency.
Due to financial reasons these mate-
rials are purchased from manufac-
turers in e. g. India and China.

However, especially for medicinal
products and the APIs contained
herein, cost savings must by no
means have any impact on the final
product quality. The manufacturing
authorisation holder (MAH) of med-
icinal products is therefore obliged
according to Article 46f of “Directive
2001/83/EC” “to use as starting ma-
terials only active substances, which
have been manufactured in accor-
dance with the detailed guidelines
on good manufacturing practice for

starting materials.” Clearly this sen-
tence refers to the currently valid
GMP guidelines of the European re-
cipient country and not to the GMP
guidelines of the manufacturing
country, which can be somewhat dif-
ferent from those in the EC2).

Thus, for import and use of APIs
in Europe EU GMP guideline part II
has to be followed in the country of
manufacturing. For all practical pur-
poses this guideline is identical with
ICH Q7. Since the latter is better
known in third countries, further re-
ference in the following text is only
made to ICH Q7. All points men-
tioned in this article can be found
at the same place within the EU
GMP Guide Part II.

The obligation of assessing the
GMP compliance of suppliers for
(critical) materials as laid down in
Directive 2001/83/EC has been trans-
ferred into national law, e. g. to §11
(2) of the German AMWHV regula-
tion. This paragraph is phrased
“The conduct of on-site examinations
(audits) through sufficiently well
trained personnel of the pharmaceuti-
cal manufacturer [is to be stipulated],
as far as the manufacturers of active
pharmaceutical ingredients or -where
applicable- also other critical starting
materials for the production of medic-
inal products are concerned. Instead
of own audits the pharmaceutical
manufacturer may also revert to ade-
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Abstract

Manufacturing authorisation holders (MAHs) are obliged to ensure

compliance with the Good Manufacturing Practices (GMP) through-

out the complete process chain. Suppliers of active pharmaceutical

ingredients (APIs) and other critical raw materials/excipients must

be explicitly qualified through on-site audits. The resulting audit re-

port serves as objective evidence for the competent authority that

the respective audit obligation has been fulfilled by the MAH and

that the GMP compliance status has been declared based upon

comprehensible observations.

This article covers necessary requirements for API audit reports

aiming to demonstrate that the GMP status of a supplier has been

reasonably and comprehensibly assessed during the on-site audit.

Based upon the EMEA “GMP Inspection Report – Community For-

mat” a proposal has been developed for the unambiguous, under-

standable and most importantly complete coverage of audit contents

in the audit report.
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1) See EMEA (2006): “Guidance on the occa-
sions when it is appropriate for Competent
Authorities to conduct inspections at the pre-
mises of Manufacturers of Active Substances
used as starting materials” (EMEA/INS/GMP/
313538/2006).

2) See also: Kettelhoit, Stefan (2009): Compli-
ance of APIs with international GMP regula-
tions. In: PharmaAsia, June 2009. www.phar-
maasia.com



quate knowledge of third parties.” The
preparation and conduct of such
audits has been elaborately pre-
sented elsewhere.3)

How serious those audits have to
be taken for manufacturing authori-
sation holders can be derived from
the current draft of the EMEA Com-
munity Procedures (EMEA/INS/
GMP/23567/2009, pending adop-
tion). It is phrased: “Serious GMP
non-compliance found at an active
substance manufacturer means that
manufacturing authorisation holders
using the active substance in question
as a starting material have failed to
fulfil their legal obligations and there-
fore action may be taken against the
manufacturing authorisation or QPs
connected with it.” 4) Regular audits
and meaningful and comprehensive
audit reports are indispensable in or-
der to cope with this threat.

Even more specific is the Danish
Ministry of Health Lægemiddelstyr-
elsen. Their “GMP requirements for
API – questions and answers” re-
quire under point 5–7: “The pharma-
ceutical manufacturer must have
audit reports on all its API manufac-
turers (in respect of manufacturing,
packaging, repackaging, mixing, label-
ling, relabelling and supplementary
labelling). [. . .] From 17 December
2005 the medicinal products of an
API manufacturer who is not audited
are quarantined on inspection until
the API manufacturer has been au-
dited.” 5)

Interestingly enough there is a
lack of standardisation for the docu-
mentation of the audit results,
although the audit report represents
the key element for proving evidence
of GMP compliance for the used
APIs. Only the audit report can de-

monstrate whether the audit itself
was conducted according to the ap-
plicable requirements.

Documentation of the GMP
compliance status

For the Qualified Persons (QPs) re-
sponsible for the GMP compliance
of finished medicinal products, an
audit report is rarely more than short
minutes, covering briefly the findings
gathered on site. The own experience
of good manufacturing practices
seems to be enough proof of evi-
dence; the audit report is often re-
garded as a necessary but cumber-
some and difficult to handle
obligation. But this perception bears
fundamental mistakes.

First and foremost, the (supervis-
ing) competent authority cannot
assess the Qualified Person’s experi-
ences. The audit report therefore re-
presents the single most important
clue for judging the adequacy of the
examination of the supply chain by
the manufacturing authorisation
holder6): “Examination, by inspectors,
of the audit programmes used by
authorisation holders for conducting
regular audits (every 2–3 years), in-
cluding review of audit reports, is one
of the primary means by which Com-
petent Authorities will determine if
manufacturing authorisation holders
are in compliance with [Article 46(f)
of Directive 2001/83/EC and Article
50(f) of Directive 2001/82/EC].”

Secondly, the audit report should
serve as a guide for the auditee to
overcome deviations from good
manufacturing practices. Therefore
the identified deficiencies have to
be laid down in a comprehensible
manner.

And thirdly, because audits are of-
ten performed less and less by the
Qualified Person personally: be it
due to language obstacles, economic

necessities or because the subse-
quent processing requires the pre-
sence and 24-hour availability.
Third-party audits therefore gain
more and more acceptance. On be-
half of the Qualified Person(s) of
one or several pharmaceutical man-
ufacturer(s), the appointed auditor
visits the respective manufacturing
sites in order to evaluate and assess
the GMP compliance status of the
API manufacturing production and
to report the result to the contract
giver(s). In these cases the audit re-
port is the only medium for the re-
sponsible Qualified Person to assess
the manufacturing quality of the API
sourced from India or China.

Consequently, the audit report
has to reflect all GMP relevant obser-
vations of the audit in an unambigu-
ous, understandable and most im-
portantly in a comprehensive man-
ner.

Formal layout of the report

A specified and accepted standard
for the contents of audit reports is
not (yet) available. In practice, differ-
ent layouts such as structured text,
tables, tick boxes and also mixtures

Pharm. Ind. 72, Nr. 2, 242–247 (2010)
© ECV · Editio Cantor Verlag, Aulendorf (Germany) Kettelhoit · Supplier audit reports 3

l
Zur

V
erw

endung
m
it
freundlicher

G
enehm

igung
des

V
erlages

/
For

use
w
ith

perm
ission

of
the

publisher
l

n AUTHOR

Dr. Stefan Kettelhoit

has been since 2007 the general manager of blue
inspection body GmbH, the first accredited in-
spection body for active pharmaceutical ingredi-
ents in the European Union. He holds a doctorate
in pharmaceutical technology and has previously
been working in responsible functions for Bayer
AG and Implanta AG. Dr. Stefan Kettelhoit is a
qualified IRCA/IATCA Lead Auditor for ISO 9001
and ISO 13485 as well as a Qualified Person ac-
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3) Hösch, Christian: Planung und Durchfüh-
rung von Audits in Europa, Asien und Süd-
amerika. Pharm. Ind. 71, Nr. 6, 1035–1038 and
Nr. 7, 1229–1233.
4) EMEA (2009): “Procedure for Dealing with
Serious GMP Non-compliance or Voiding/
Suspension of CEPs Thus Requiring Co-ordi-
nated Administrative Action” (EMEA/INS/
GMP/23567/2009).
5) http://www.dkma.dk/1024/visUKLSArtikel.
asp?artikelID=8127

6) See EMEA (2006): “Guidance on the occa-
sions when it is appropriate for Competent
Authorities to conduct inspections at the pre-
mises of Manufacturers of Active Substances
used as starting materials” (EMEA/INS/GMP/
313538/2006).



thereof are used. Preferred are re-
ports, which are formally derived
form the “GMP Inspection Report –
Community Format” of the EMEA7).
The competent health authorities
are familiar with this report format,
which will allow them to quickly get
an idea about the underlying audit.
This “Community Format” of the
EMEA contains the following ele-
ments:
• Inspected site(s)
• Activities Carried out
• Inspection date(s)
• Inspector(s)
• References
• Introduction
• Brief report of the inspection ac-
tivities undertaken
(Scope of Inspection; Inspected
area(s))

• Activities not inspected
• Personnel met during the inspec-
tion

• Inspectors findings and observa-
tions relevant to the inspection;
and deficiencies
(Headings to be used: Overview of
inspection findings from last in-
spection and the corrective action
taken, Quality Management, Per-
sonnel, Premises and Equipment,
Documentation, Production,
Quality Control, Contract Manu-
facture and Analysis, Complaints
and Product Recall, Self Inspec-
tion; Distribution and Shipment;
Questions raised relating to the
assessment of a marketing appli-
cation; other specific issues iden-
tified; Site Master File)

• Miscellaneous
(Samples taken)

• Annexes attached
• List of Deficiencies classified into
critical, major and others

• Recommendations
• Summary and conclusions
• Name(s), Signatures(s), Organisa-
tion(s), Date

However, the report format em-
ployed by authority inspectors is
not ideally suited for API-specific

GMP audits within the pharmaceuti-
cal industry. First of all, the specifica-
tions for the narrative key part of the
audit report, the “Inspectors findings
and observations relevant to the in-
spection; and deficiencies” are rather
directed to finished medicinal pro-
ducts than APIs. This item will be
covered later in this article. Further-
more some topics, which should in
fact not be missing in every audit re-
port, are not covered. In particular:
• the illustration of the on-site audit
extent,

• the different product quality
grades manufactured,

• the manufacturing activities per-
formed during the course of the
audit,

• the documents reviewed during
the audit including their respec-
tive revision version, and

• the qualification of the auditor(s).
These aspects are eminently impor-
tant for the subsequent assessment
of the audit report. Therefore the ex-
tent of the on-site audit part should
be phrased as accurately as possible.
Within the EMEA documents it is
only stipulated that “Activities not
inspected” should be indicated, if
this is deemed to be necessary. This
potentially selective description of
areas (not) audited would, however,
not allow subsequent readers of the
audit report to appropriately review
the audit extent.

Manufacturing of several different
product quality grades at a certain
production site takes immediate ef-
fect on the preparation of the audit
and the priorities selected for the
audit. An evident example can be de-
rived from the field of excipients,
which are frequently produced by
one manufacturer for many different
applications. Lactose is used in Dry-
Powder Inhalers (DPI) as a carrier for
APIs but tons of lactose are manufac-
tured at the same time as a filler for
oral solid dosage forms. In addition,
even higher amounts are used for
non-GMP regulated applications.
The first application mentioned
bears of course much higher quality
requirements concerning e. g. purity,

microbial load or particle shape and
particle size distribution. Special at-
tention should consequently be gi-
ven to packaging, labelling, storage
and re-use of material. If the audit
report does not contain any refer-
ence to different material quality
grades and/or specifications, a sub-
sequent reader may not be able to
understand whether the audit scope
fully covered the existing risks.

It is also of major relevance for the
audit report whether the audited API
was being manufactured during the
course of the audit at all and, if yes,
which steps of the synthesis. From
article 46(f) of Directive 2001/83/EC
arises that supplier audits, as a mat-
ter of principle, have to be conducted
specifically for every single API. It is
therefore in any case recommended
to audit a manufacturer when the re-
spective API production is running.
In practice, this will not always be
possible and an exhaustive audit of
the entire synthetic process flow
may not be accomplished at all, since
the single, sometimes quite complex
manufacturing steps, will usually be
executed sequentially and in a multi-
shift operation. Rather frequently
during audits the respective equip-
ment of the site is “accidentally” just
being cleaned, which allows for the
auditing of the cleaning processes
but not the good manufacturing
practices. It is therefore mandatory
that the audit report contains a de-
scription about the production sta-
tus, the intermediates and APIs man-
ufactured during the audit and the
audited areas.

Besides the implementation level
of cGMP requirements at the “shop
floor” level, the relevant GMP docu-
mentation, such as Standard Operat-
ing Procedures (SOP) of the auditee,
has of course to be audited ran-
domly. The documents reviewed
should be clearly referenced in the
audit report under the relevant re-
port chapter –thus the SOPs cover-
ing training of personnel under the
chapter “Personnel”, SOPs covering
the materials management of raw
materials under the chapter “Materi-
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7) http://www.emea.europa.eu/Inspections/
GMPCompproc.html



als Management” and so on. In addi-
tion to (key) SOPs there are further
important documents and records
to be audited with regard to this:
• the often very comprehensive
documentation concerning quali-
fications and validations (such as
the qualification of the cleanroom,
qualification of the water system,
process validations, cleaning vali-
dation and validation of analytical
methods etc.),

• (master)production instructions
and (master)batch records,

• the Product Quality Review(s) in-
cluding randomly exemplarily
chosen records concerning
Change-Control-activities, Failure
Investigation, Corrective and Pre-
ventive actions,

• physicochemical and microbiolo-
gical monitoring data (water, resp.
other media, clean rooms/con-
trolled areas) and

• GMP training records.
The audit report should not only
contain the title of the audited docu-
ments but also the document num-
ber and revision number.

The qualification of the auditor
will be of minor importance in case
of an audit being performed by the
Qualified Person of the pharmaceuti-
cal manufacturer. This question is,
however, of more importance in the
light of increasing amounts of Third-
Party-Audits since the Qualified Per-
son has to ensure by written docu-
mentation that the third-party audi-
tor has the required competence,
quality and independence to perform
the audit. For third-party auditors
belonging to an accredited (inspec-
tion) body, these qualification confir-
mations are part of the accreditation.
Therefore this process of qualifica-
tion is remarkably facilitated. Other-
wise the third-party auditor is due to
be audited (including audit report!)
before performing the supplier audit.

Content structure
according to ICH Q7

Fundamentally the audit report
should provide a comprehensive pic-

ture about the GMP status of the
auditee. API audits should therefore
– in addition to the above mentioned
formal requirements – cover the en-
tire content of ICH Q7 (cf. Table 1). It
is therefore recommended to struc-
ture the narrative part of the report
– “Inspectors findings and observa-
tions relevant to the inspection; and
deficiencies” – according to the
chapters of ICH Q7. This ensures that
all the GMP relevant areas are in fact
covered, and in a clearly arranged
manner.

Within the audit report it should
be laid down precisely which GMP
aspects were only broadly covered
and which were covered in detail.
In view of the usually tough time
frame of 1.5 to 2 on-site audit days,
a selection of some areas to be au-
dited in detail will have to be made.
All the other relevant topics have to
be considered at least to some ex-
tent – and this should be substan-
tiated in the audit report. For exam-
ple the entire storage areas
(incoming goods, solvents, finished
goods) should be audited at least
briefly during the audit, as these
areas provide good evidence of
which products are in fact manufac-
tured in the audited site in which
qualities and steps of the synthesis.
If the API to be audited was to be
present in the incoming goods sto-
rage area, this would be a strong in-
dication for additional supplies from
third parties, maybe just to be rela-
belled at the respective site. The
penultimate and ultimate synthesis
step including the purification and
often so-called “post-processing”
steps i. e. drying, milling, sieving
and packaging are recommended
as further priorities for the on site
part of the audit within a tight audit
agenda. The final API product qual-
ity is most dependent on these pro-
cess steps and thus the on-site audit-
ing is most important for the
subsequent assessment of the GMP
compliance status of the API manu-
facturing and the related API pro-
duct documentation. Besides the
wet-chemical and instrumental la-

boratory, potential priorities for the
audit of the quality control labora-
tory should be the storage area for
retention samples, the climate
chambers for stability testing and
also the storage, handling and use
of reference standards.

To rule out that different syn-
thetic pathways are used or that
API is bought from third parties re-
sulting in different product qualities,
the audit report should cover such
topics as intermediates used,
amounts of stored and manufac-
tured goods or typical batch sizes
and also – where applicable – a re-
conciliation of available API
amounts compared to the documen-
ted ones.

A good audit documentation stan-
dard requires that all the observa-
tions made are not only noted but
that these notes are structured, pre-
ferably according to the chapters of
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The chapters of ICH Q7 serve
also as chapters for the audit
report.

ICH Q7 (USA) / EU GMP Guide
Part II (Europe)

1. Introduction

2. Quality Management

3. Personnel

4. Buildings & Facilities

5. Process Equipment

6. Documentation and Records

7. Material Management

8. Production and In-Process Controls

9. Packaging and Identification Label-
ling of APIs and Intermediates

10. Storage and Distribution

11. Laboratory Controls

12. Validation

13. Change Control

14. Rejection and Reuse of Material

15. Complaints and Recalls

16. Contract Manufacturers (Including
Laboratories)

17. Agents, Brokers, Traders, Distribu-
tors, Repackers, and Relabellers

18. Specific Guidance for APIs Manufac-
tured by Cell Culture/Fermentation

19. APIs for Use in Clinical Trials



the ICH Q7 or EU-GMP guide, re-
spectively. Only then it is ensured
that the report covers the entire
knowledge of the auditor about the
audited site. Even though this clearly
structured presentation of the audit
results implies a considerable in-
crease in workload for the author of
the audit report, it is after all strongly
recommended. A purely chronologi-
cal report of “audit experiences” is
in no case sufficiently appropriate
to derive the GMP status – or the
quality of the conducted audit –

from the resulting audit report.
On the other hand, the structure

according to ICH Q7 or the GMP
guide may not always be sufficient.
One example: item 6.21 of the ICH
Q7 states, that “if equipment is dedi-
cated to manufacturing one inter-
mediate or API, then individual equip-
ment records are not necessary if
batches of the intermediate or API fol-
low in traceable sequence.” API man-
ufacturers, however, use the phrase
“dedicated equipment” in several dif-
ferent manners: from “in this equip-
ment only the audited API is manu-
factured (but also in other
equipment)” to “the audited API is
only manufactured in this equip-
ment (but in different product quali-
ties)". The audit report has to provide
a clear answer to the question which
equipment is used within the pro-
duction area for which purpose. Ran-
dom checks of the respective avail-
able records are anyhow a matter of
course. The results of these checks
should also be given in the audit re-
port.

Especially when auditing compa-
nies in Asia, it can frequently be ob-
served that the qualification of clean
room areas is reduced to the air
handling units. For the audit report
it is therefore not sufficient to pro-
vide only evidence about the qualifi-
cation documentation (ICH Q7 item
12.30). This qualification documen-
tation should also be assessed con-
cerning the contents, since a missing
qualification of the “entire clean
room area” represents a GMP defi-
ciency.

Deficiencies and
recommendations

The “GMP Inspection Report – Com-
munity Format” requires from GMP
inspectors that for all identified defi-
ciencies the related GMP rule is re-
ferenced in the audit report. If, for
example, reagents without written
shelf life are found in the laboratory,
this would have be to be noted as a
deviation from rule 11.16 of ICH Q7
(or EU-GMP Guideline part II).

This procedure will be helpful for
both parties, as it ensures that the
auditor will only take notes of actual
rather than “felt” deficiencies. At the
same time the target GMP standard
is clearly laid down.

This procedure is of particular im-
portance if the underlying GMP regi-
men of the auditee is based upon na-
tional GMP rules and not upon ICH
Q7. As an example item 13.10 of the
ICH Q7 states: “A formal change con-
trol system should be established to
evaluate all changes that may affect
the production and control of the in-
termediate or API.” The GMP guide-
line of the Chinese SFDA does not
(yet) require such change control
procedures. And the Indian Schedule
M covers in chapter 26.5 changes to
the manufacturing process. How-
ever, this is only judged as a task
for the validation: “Significant
changes to the manufacturing pro-
cess, including any changes in equip-
ment or materials that may affect
product quality and/or the reprodu-
cibility of the process, shall be vali-
dated.” A clear reference of the defi-
ciencies found according to ICH Q7
should therefore be obligatory.

If applicable, additional guidelines
and regulations besides ICH Q7 have
to be considered, which are not al-
ways sufficiently well known in third
countries. Thus the evaluation of the
water generation system of the audi-
tee will usually give the result that
the water is in line with the valid
pharmacopoeial monographs and
the water quality will be continu-
ously monitored. However, for im-
portation of APIs into the European

Community the “Note for Guidance
on Quality of Water for Pharmaceu-
tical Use” 8) has to be observed as
well. The unambiguous reference to
the underlying regulations is of ut-
most importance in order to provide
the opportunity to the supplier to
understand any deficiencies found.

It is a well accepted standard that
the detected deficiencies are classi-
fied according to the categories “cri-
tical”, “major” and “other/minor”.
However, the detailed definition of
critical, major and other/minor defi-
ciencies is often missing. Since a dis-
pute between the auditor and the
auditee concerning the classification
of a detected deficiency is to be ex-
pected, a clear-cut description and
assessment during the audit (and
not just in the audit report) is recom-
mended. One example for such clas-
sification of deficiencies based upon
the “Community Format” is given in
Table 2.

The auditor will finally provide an
explicit conclusion, derived from the
detected deficiencies, whether the
audited manufacturing of the respec-
tive API is conducted according to
current GMP requirements. It is
highly recommended to ask a second
audit expert, who was not involved in
the respective audit, to perform an
independent review of the audit re-
port. This four-eye process will make
evident whether all the required
GMP aspects have been covered,
whether the results are unambigu-
ously and comprehensively phrased
and whether the audit results are
reasonably well substantiated. After
that, the audit report should easily
pass the assessments of the compe-
tent authority or the Qualified Per-
son of a pharmaceutical manufac-
turer.

Summary and outlook

GMP audit reports represent the
only proven evidence whether the
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8) EMEA (2002): Note for Guidance on Quality
of Water for Pharmaceutical Use (EMEA/
CPMP/QWP/158/01/2002).



confirmation of GMP compliance
has in fact been derived from com-
prehensible audit observations.
These reports therefore have to con-
tain all GMP relevant findings in an
unambiguous, understandable and
complete manner.

Currently, a clearly defined stan-
dard for the structure and necessary
elements of audits report is still
missing. Structuring the audit report
chapters according to ICH Q7 is sug-
gested in order to cope with the cri-
teria completeness and comprehen-
sibility.

Competent authorities are paying
more attention to ensuring GMP over
the entire value chain9). At the same

time, caused by steadily increasing
amounts of counterfeited drugs, poli-
ticians want to increase the surveil-
lance of manufacturers even further
with the EC Pharma package. Finally,
the pharmaceutical industry itself is
more and more in favour of (shared)
third-party audits, not least due to
economic considerations. Conse-
quently, the pressure for auditors is
increasing to provide comprehensive
and comprehensible audit reports.

It will be in the best interest of the
pharmaceutical manufacturers to

work towards an international stan-
dard of audit reports. Related efforts
are currently underway, pioneered
by the American Rx-360 consortium
as well as the International Pharma-
ceutical Excipients Council (IPEC).

Correspondence:
Dr. Stefan Kettelhoit,
blue inspection body GmbH,
Hafenweg 18– 20,
48155 Münster (Germany),
e-mail:
stefan.kettelhoit@blue-inspection.com
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Classification of deficiencies.

Critical A deficiency which has produced, or leads to a significant risk of producing either a product which is harmful to the
human or veterinary patient or a product which could result in a harmful residue in a food producing animal.
Examples:
• Mix-ups (active ingredients, excipients, bulk product)
• Mixing (active ingredients, excipients, bulk product, printed packaging material)
• Contaminants/microbiological contamination of sterile products
• Deviations/changes (missing active ingredient, wrong dosage of active ingredient with consequences that
are harmful to health or life-threatening)

• Contamination with serious medical consequences (solvents, pesticides)
• Defect/deficiency that represents an offence requiring intervention by the authorities
• Significant deviations in the content of the quality documentation (DMF)
• Iterated appearance of major deviations

Major A non-critical deficiency which has produced or may produce a product, which does not comply with its marketing
authorisation; or which indicates a major deviation from EU Good Manufacturing Practice; or (within EU) which
indicates a major deviation from the terms of the manufacturing authorisation; or which indicates a failure to carry
out satisfactory procedures for release of batches or (within EU) a failure of the Qualified Person to fulfil his legal
duties; or a combination of several “other” deficiencies, none of which on their own may be major, but which may
together represent a major deficiency and should be explained and reported as such.
Examples:
• Significant non-compliance with the GMP rules or significant deviations from the EU GMP Guidelines
• Inadequate discharge of the responsibilities of specialists from Quality Assurance
• Significant deviations of the product from the DMF content
• Deviations that may result in residues that are harmful to health (Critical/Major, depending on the
substance and therefore the risk)

Other A deficiency, which cannot be classified as either critical or major, but which indicates a departure from good ma-
nufacturing practice. (A deficiency may be “other” either because it is judged as minor, or because there is insuffi-
cient information to classify it as a major or critical).
Examples:
• Non-conformance to the GMP rules or deviations from the EU GMP Guidelines
• Deviations of production and testing from the DMF
• Deviations and changes
• Missing documentation for processes proven to be correct
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