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Introduction

Non-clinical toxicology studies of 
pharmaceuticals are conducted to 
obtain data on the safety of these 
products with respect to human 
health. Unless specifi cally exempted 
by national legislation, the Princi-
ples of GLP apply to those non-clin-
ical toxicology studies.

Based on the OECD (Organisation 
for Economic Co-operation and De-
velopment) advisory documents, 
on guidelines and on national au-
thority requirements no study is 
(normally) reopened to include ad-
ditional work. This was differently 
handled in some countries in the 
past. Whereas in the United King-
dom (UK) this process is valid for a 

while, the German authorities al-
lowed to open a study with a study 
plan amendment that explained 
the additional work and its report-
ing. In a second step the results 
were reported in a report amend-
ment. In Switzerland the authori-
ties expected the study to be reo-
pened with a fi rst report amend-
ment and the results of the 

A commenting view on how additional results should be reported and linked to the original study report

A Data Integrity Issue –
Report Amendment or
additional new Study?
For the conduct and reporting of GLP (Good Laboratory Practice) non-clinical toxicology studies data in-
tegrity is one of the key pillars (as for other GxPs – Good X Practice). If important questions arise during 
submission review by authorities, additional data may need to be obtained and added to the study. This 
raises the question of how the additional results should be reported and linked to the original study report 
in accordance with the principles of data integrity.
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additional work to be reported in a 
second report amendment.

The experience is that especially 
large Contract Research Organiza-
tions (CROs) avoid contacting the 
national authorities and are gener-
ating new studies that are linked to 
the original study, but the original 
study stays unchanged without a 
link to the additional work and ad-
ditional or changed result. In times 
where data integrity is one of our 
number one topics and we control 
printing of new raw data forms, we 
do not question the integrity of ad-
ditional studies with material com-
ing from another GLP study that 
could lead to a situation where not 
all results are submitted.

The following example will show 
what happens in reality, and I be-
lieve that this is a data integrity is-
sue. I think this is not what the au-
thority expectation is or that the 
authorities want this to even hap-
pen.

The Example

A carcinogenicity study in rats 
(for those of you not so experi-
enced with GLP and Tox-Studies: 

this is a study running for 104 
weeks with at least 400 animals) is 
conducted by a CRO (hereinafter 
referred to as CRO A). At the end 
of the study all animals of the con-
trol group, all of the high dose 
groups as well as all with macro-
scopic findings from intermediate 
groups, and any animal died dur-
ing the study were examined by a 
pathologist. All study data are re-
ported, and the study (hereinafter 
referred to as study 1 = original 
study) is finalized. Either during an 
expert review or during a review of 
a receiving authority during the 
submission process the overall re-
sult of the study is questioned: Is 
this compound really not carcino-
genic?

The sponsor goes back to the CRO 
and asks to examine target organs 
in the intermediate groups (in this 
example organs that showed tum-
ors or organs that showed findings 
in the high dose groups more than 
in the control group). Following the 
requirement that a finalized study 
cannot be reopened, and amend-
ments are only to be written to cor-
rect errors, the CRO opens a new 
independent study (study 2). The 
additional examination of the in-

termediate groups by a pathologist 
links to the original study to de-
scribe the treatment and shows the 
origin of the samples used in this 
new study. But the original study 
stays unchanged – isn’t this an in-
tegrity issue as well?!

In this example the CRO missed 
to include in the new study 2 that 
an evaluation including statistics 
of the results of both studies (study 
1 and 2) would be needed to make 
a statement on the carcinogenicity 
of the compound. The sponsor 
asked for this – the CRO insisted 
and said this is not possible.

Two thoughts of topics  
missed so far

1.	 The CRO should have contacted 
the national authority and ask 
for an exceptional reopening of 
the study or at least the CRO 
should have used the 2nd study 
(study 2) to include an overall 
statistic.

2.	 The sponsor should not have 
accepted this and should have 
contacted the authorities. But 
small sponsors or those with no 
GLP facility somehow trust the 

OECD Good Laboratory Practice: Frequently asked questions (FAQ)

Management of study
Study Reporting
«3. Under what circumstances can a GLP study be reopened after the final report has been finalised?
The OECD Principles of Good Laboratory Practice (GLP) provide provisions for errors in the final report to be 
corrected and admissions to be addressed by issuing a study report amendment. However, it would not be 
appropriate to use a study report amendment to facilitate the reanalysis of data or add new data to a final 
report except under exceptional circumstances.
Exceptional circumstances will include requests from receiving authorities to reopen a GLP study. Such re-
quests are usually made so that data can be reanalysed. For example, studies may be reopened to reassess 
statistical analyses or to review histology findings.
Monitoring authorities will usually not allow a study to be reopened if the test facility or study sponsor wants 
to reanalyse or add data. However, most monitoring authorities will assess each request to reopen a study 
on a case-by-case basis.
If a GLP study is reopened, any changes to the original text or the addition of new text must be presented in 
the form of a report amendment. All the original data must be retained in the final report and the reason 
for reopening the study should be documented in the amendment. If additional work is performed that was 
not required in the original study plan, it should be covered by a study plan amendment.
As detailed in Section 9, Part 9.1 5) of The OECD Principles of GLP, reformatting of the final report to comply 
with the submission requirements of a national registration or regulatory authority does not constitute a 
correction, addition or amendment to the final report (posted on 21 January 2016).»

Source: www.oecd.org/chemicalsafety/testing/glp-frequently-asked-questions.htm#Managementofthestudy (last accessed: 08.11.2022).
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CRO to do the “right” thing and 
do not know what other 
possibilities they would have.

There are even more risks with 
the approach to start a new study 
as the ones described here. Imagine 
that it is recognized that a wrong 
analysis was done or wrong evalua-
tion used. A new analysis is done 
within a new study (study 2) and 
the result shows that the original 
conclusion is wrong, the compound 
has a negative effect. But the orig-
inal study (study 1) does not con-
tain any link to the new study. No 
control is in place that this new 
study becomes part of the submis-
sion.

Coming back to the example

What we have now are two re-
ports with results – but we miss the 
overall result of the original tox 
study (study 1). With the existing 
two studies (study 1 and 2) no over-
all conclusion of the carcinogenicity 
is made. The CRO is not willing to 
change this or does maybe not 
know what to do or eschews the 
additional actions. The sponsor on 
the other hand needs the result and 
starts contacting their community, 
experts, and other CROs. Another 
CRO (CRO B) takes over. As the 
sponsor is the owner of the data, 
slides are sent out for additional 
peer reviews, expert panels and ad-
ditional evaluations outside of the 
two fi rst studies. Isn’t this a data 
integrity issue too?

Two more new studies

A new study (study 3) on pathol-
ogy peer review for studies 1 and 2 
is issued (at CRO B) – as the CRO A 
did not include the peer review 
within their studies (studies 1 and 
2). Normally a histopathology peer 
review is part of a tox study and not 
a standalone study. Nevertheless, 
the CRO A amended the study plan 
of the 2nd study (study 2) (as the re-
port was drafted but not signed at 
that point) to include a histopathol-

ogy review by an expert. The CRO A 
also amended the review on all 
slides from studies 1 and 2 but with 
the addition that no fi ndings from 
this investigation will be relayed to 
the CRO A. In my opinion this is a 
violation of GLP and data integrity.

What about the overall conclu-
sion on the carcinogenicity of the 
compound? This is still not the end 
of this example. An additional 
fourth study (study 4) is issued by 
the CRO B conducting the peer re-
view. This study 4 has the purpose to 
perform the statistical evaluation 
on all pathology fi ndings and an-
swer the question on the carcino-
genicity that was the purpose of the 
very fi rst study (study 1).

In the fourth study (study 4) the 
overall question on carcinogenicity 
of the compound is evaluated. To be 
able to do so …
a. the original animal data is set 

up in the LIMS (Laboratory 
Information Management 
System) of the second CRO 
(CRO B),

b. all original histopathology 
fi ndings are manually re-en-
tered from the original report 
one and report two,

c. some of the original fi ndings 
were changed after the peer 
review and an expert panel 
discussion – these are marked 
with “Peer Review” in the LIMS 
to show traceability,

d. statistical evaluation is done.

The outcome and therewith the 
overall question on carcinogenicity 
of the compound is summarized in 
the conclusion of only the fourth 
study (study 4).

Conclusion

We end up with four studies and 
four reports that will be kept at dif-
ferent CROs. Whereas the fourth 
report includes a link back to the 
other three studies none of the fi rst 
three has a link to include the over-
all picture.

I would expect that at least the 
original fi rst study (study 1) should 
be amended to include the answer 

to its purpose on the carcinogenic-
ity of the compound.

In my opinion this is not a GLP 
process of integrity at all and should 
be avoided. The GLP facilities should 
not only strictly follow a rule – in 
this case: a study is not to be reo-
pened. But common sense should 
be used, the national authorities 
should be contacted and be in-
volved to fi nd a better process that 
is compliant and guarantees data 
integrity. |
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