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Creation of Justification Documents to support CDS changes

Une of the "ongoing issues’ handed over to the Labelling Bxperts from the GPI
divccters was how to resolve the problom of ercating Justificarion Documcms post
SERM that are 'fit for regulatory purpose’ bul at the same time meet the legal
requirements that are now mandatory within our company. This has been an 1ssue for
more than 18 months and has led to AstraZeneca being out of compliance with its
mteinal SOP nmelines (SOP-332-G section 2.4) [1.2] - which was highlighted in audit
report 048YS00 1dmed 23 November 2004 {3].

Background

Origmatly, JDs were created by Dmug Safety with the sole puposce of providing a
justification for making safety charges to the company Core Data Sheet post SERM,
which could then be seat o the Markating Company for submission to the loeal
Regulatory Authority in support of consequential changes to the Marker Data Sheet.

In recent years the external envivenment has changed, such that there 15 now a
perceived medico-fegal need to have an intenal AZ docurnent, 1o fonmalise the
completion of the actions agreed o in SERM. Thus, & singie document now has to
serve a dual mapose, that of “intornal medico-legal finalisation of SERM’ and
‘extemal regufatory document”. Resotution of these differing (sometimes conflicting}
needs has resufted in extended and sometimes multiple document reviews of the s,
which iy tum has significently delayed finalisation and sign-off of the 1Ds and,
amended Core Presenbing Information and subscquent dispateh of these documents to
the markets. Thus we now have an unaceepiable situation where the company is out
of compliance, jogether with a lubotious end frustraiing work sinuation for the people
handlieg the JDxs.

Unsurprisingly, a reporf dated 16 fuly 2004 [3] which followed an internal audit of
the processes for updsting the company Core Data Sheets, mohuded the finding that
AstraZeneca often did not mest its owa internal SOP timelines for sign-olf of the
uwpdaied texts and digpateh of the amended documents to the markels,

Customer vequirements

We have received feedback (both formerty in GPLand in our carrent Labeiling Expert
role) from some of the markeis that the Fugtification Documents that we are curremly
supplying them with are no longer “fit for regulatory purpose”. This is partly becanse
they are pereetved w be too long {containing additional text that has been added on
the advice of Leget and which 13 perceived by the MCs as being superfluous or
irvefevant @ the issee, hence inappropriate for submission to the anthorities).
Consequently, it 15 believed that some MCs may be re-writing the I0s and submitting
the amanded documents to their suthoritics - indeed the U8 arc already doing this.

Additionally. it has been highlighted by the EU group that as of ¥ May 2003, the
current B) format is not CTD compliant, ie it does not follow the mandatory format
and headinps as presented in the Notice to Applicanis- either as & Clinieal Overview
(module 2.5} or a Safety Sumimary {module 2.7.4) - (see link:
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Ritp Apbamweos. cudra orgd -2/ Bk 06-20045 0 This means that
the marketing company sither has o convert the JDs so that they appear as a Chinical
Overview {(and then refer 1o the local prescnbsng information) or the 1D could be left
as i is, but the MC would then have to add 2 step o reshape the approved milo a
proper Variation Application, tn the praper format which is thea fit for filing with the
autharities.

Fmally, priorto the AZRA reorganisation, the JCOS group were tasked with the
responsitibity of creating “Abbreviated 1Ds' using a template which allowed for a
relatively simple adminisivative exercise (o creale a shortened version of the rmain,
signed-off 1D, which was then suitabie for submission in seme Intemationsl and
former MSDO markets.

The I template and abbreviated 1D template were designed to allow a
straighiforward “mapping’ of the required sections from the signed-oft 1T into ap
abbreviated 31D, As JOGS no longer exists, but Intemational sl require an
abbreviated JI» for thetr markets, there is curtently an unresolved issue in satisfying
the needs of these markets.

Pogsible Solutions

1. Drug Safety could creaie a Fusiification Document which is “fit for rogulatory
purpose’, e which the MCs conld submit direct o thetr authorifies without the
need for any further editing. I an apreement on the JD temphute format could
be reached between Drag Safely and Regukatory and the resaliing remplate
were foliowed, there should not be any need for extended or repeated review
cycles o agree the content, therefore 1t should In most cases be possible to
meed the SQP nmelines. I the templaie were sulficiemly brief] Intemational
would be algo able to wse this decument without further editing.

1f there is a need for a second, “micmal’, medico-legal JD, this could be
created separately and off the critical path. It could probably be created from
the Discussion Document (which already would have had Legal signoff before
SERM) without toc much editing, provided that the Discassion Bocument
template znd this template are alipned, and tagether with the SERM minutes,
shonid be sufficiont to provide the company with a “finatisation of SFRM
actions

A decision would have 1w be made by the business regarding the format of the
regulatory JD7) te whether or net (o use the CTD Climeal Overview headings.
There are several reasons against doing this, X s actually quite difficult in
practice to use the standard €T format beadings for a justification for a DS
update, as they refer to topios mors usually discussed in a new or hine
eatenston apphcation, eg “Product Development Ratinnale”™ ete, therefors it
would requive mare Drug Safety {for Regulatory) resource o write the JDs in
this format. Moreover. providing the 1Dk us & Clinical Overview would be
guite novel to many markets, and therefore the possibility exists that they
rotght create and submuit @ new JD in the ‘old” formut
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2. Drug Safety could create thew “Medico-Legal 1D using a tempiate whose
format was agreed between themselves, Legal and Regolatory. A separate
‘regulatory 107 conld then be derived from the first JD by ‘mapping’ sections
from one template o the other.

We have attempted w create a ‘regulatory JD template’ from the existing 1D
template, however in practice (and as discussed above) this is difficult to do,
especiaily as the text from the ID is having to be ‘squeczed” inte the CTD
paragraph headings. The resniting JD ends wup being not much shorter (o
more regidatory-focussed) thun the orfgmal. Another disadvantaye of deriving
the ‘regulatory D7 from the “medico-legel’ one is that either both documents
would have to be created and reviewed in parallel, or alternatively, the
reguiatory docvment would have to be created affer the medicodegal one was
signed off, which would increase the tmelmes for dispatch of the variation lo
the markets, a situatian we would clearly wish to avoid. {4,5]

3. We could accept the “status guo’, and allow longer imetines for ereation,
review and finalisation of the JDs, also accepting that there may be conflict
between of the two purposes of the document, which in turn would {ead 10
contnuation of the contentions and exiended review cycles, If we do this, we
would recommend extending the SOF fimelines to avoid ths issue of nou-
complivnce,

Conclusion

We believe that Drug Safety should e providing us with a document that s “fit for
parpose’ ie is briel, focussed and does not sntrodnce any now logics or information
thas would give rise to questions from the regulatory authorities and thus delay
approval of safery changes in Market Data Sheets. 1 they have an intermnal
requiremnent for a separate medico-legal docurnent, fhis should be created sepavately
ang off the ciitical path, and shoukd not require review by Regulatory {as 1s corrently
the case for Safety Position Papers). We would also recommend that this docwment is
sufficiently brief that it can be used by International without eny further editing.

Our view 15 that i the MCs are ablc to submit fustification Documents using an in-
bouse, non-CTD format which could be submitted under an indent in the CTD
varistions template, this would be preferable o using the CTD Clinical Overview
farmat, which does not readily lend iself to the creation of an justificarion forz
chunge to v Market Data Sheat.

From the perspective of the Labsliing Fxperts, # is absolutely imperative tha this
business process 16 sorled out a5 soon as possible, as updating of the GRP 3.3 {and
subsequent raimng of Global RADS and RAMs on this GRP) s dependant on it s
also essential that the business has processes which sllow comphance with its own
intemnal SOP.

We would welcome the apportunity to discuss this with you as soon as possible.
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