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Qi must conflrm API Related: .

e 20067 the' ECT Commission pulklished the
A “Guideline oni dossier requirements for
A}_- nd 1B notifications

31 QP of the marketing authorisation holder must
. J |rm that each API supplier indicated in the
== marketing dossier has manufactured the API in
e compllance with ICH Q7A.

-1_" - = The QP who has overall
responsibility for the batch must
certify the batch

=<
V
.l.

ii
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EVEA Statment on QPs Discrétion,.
N Batc’rﬁertlflcatlon

g rrJg e 5k Dilestiver200A/B/EClandlanticle:
LS 1 JI. Ve 2003/94/EC the ad hoc GVP Inspection
deC|ded -

;f pes not fully meet the requirements defined in

m~ P shiould perform a risk assessment of the impact
: Jﬁ Jualty;safety and efficacy but affected batches should
S=et e released without first consulting the Supervisory
Aﬁthorlty 2

“In some Member States....it IS necessary to submit a
formal variation appllcatlon on a batch specific or
temporary basis.

—
-—-'-
=
—
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GIVEnriHerPropoesall then a. Bateih
cAlINIE" Considered to meetithe MAT
— NNEN -
{IPNIdErCEeVIation ISt minor, one-offi and unplanned
wecih __—.elates only to the manufacturing
pIecess and/or the analytical control methods

o 1ther the starting materal or medicinal
== -_:-::ie oductas described in the M.A.

S

= ? The Active substance/antigen and finished
~  product specifications as described in the M.A.
Are complied with.
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GIvenrtnerProposal, then a Batchs
calMe considesed  to meetstiie MUA™

— ') 1|2

Avirassessment is performed..using ICHQ9..to
JIJoo&E‘“ a conclusion that the occurence Is a
minorquality deviation and does not affect the
—— %.. ety or Efficay of the batch.

*'4f The risk assessment should assess the need
- for inclusion of the affected batches in the
engoing stability program........
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GlvenrtnerProposal, then a Batehs
CElf) S ns-iele@d o meets W

E—— 1) 1<)

r HENO) allty Risk Management process Is
o ratedlinto the manufacturers QA

SV -{em ........... and records are available
er Inspection...........

—

'6-: All'such deviations must be reviewed as
~ part of the annual product review as
required by Chapter 1 of the GMP guide.
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SOENCIUSIoN 61 EIV EA-PW

- Ir e ds frecurrences and' other
cl2) s frem the detailed M.A. must be
flz gc 2d | 2l problems that require

HESO olution with the Competent Authorities,
:: G[udmg If necessary, the submission of
— varlatlons

___--..
..-i-"‘
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- Carried out to assess the contractor
~ and to maintain the level of GMP

compliance.




SUgglls uaJﬂ.ggtlon—-}""'

SINVIEst companies have dlfferent
cAlEgories for each of their suppliers.

IME Category should be material specific.
e SWay a supplier can become more

: factors Including the history they have
~ with that supplier and the frequency
they receive the material and how critical

It Is.
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T .

ASUPPlIEr that has sent back an acceptable guality

c|! sl mr- |re Or Ii- deemed necessary by QA has had a
S cess il guality audit . Samples of up to three lots of
mEsmateral would have been sent and tested against
if) pu irchasing specification. If the material is deemed
criticallthen it would also be advisable to have carried
-_.__;* =0 _mllot -scale manufacture using a lot to check for user
_ "-acceptablllty

..-'-__.—

—

= — A C.0.A and full testing would be required on receipt
Of each batch received. A composite sample may be
made frem samples from every container form the
same. batch.
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C rt]ﬁge '%upjyjﬂ-: -ﬁ

i —— — I

asicll approved supplier p|US'-
— rlelveer ood RIstory: ofi supplying material

vvrnc,[ neets specmcatlon and has had an
ZCCEY ’table Quality Audit in the last two years.

= -JE st Would allow appreval of the material on
‘T’ecelpt with a C.0.A and some partial
~— — reduction of in-house testing. Full testing

- Would be reguired on at least one batch each

year
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)L EJJI'G

SVAS ‘fr'r]'f]a;lm upplier plus:-

— onyr Jsmry oft no guality problems plus a reliable
Jer/ 2rand a good relationship with the supplier.
Cha e “Control communications proactively

,c} i @ﬁstrated No adverse comments from any
= :egulatory Inspections and a continuing acceptable

—
==k

= .,__.,_ audit report from QA.

——  \laterial can be received on a C.0.A plus and ID test.
. - One batch per year to be fully tested to re-confirm

Qualified status.

D \
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caryouradd a second supplieseor s
MeNOE sm-pw-fﬂr-aam’nlﬂn -

. COMPOREr

-\.-

_ YES, ”U |f IS fer a key material such as the
AP O | KEY excipients

= Tt 1-: may e regulatory Implications.

— TI ere may need to be comparability studies or even

el '.I-I'
—_'_
—

e “bioavallabmty studies.

-.,-II. -lr

i

i

__-,__'- ~ = A QA audit of the new supplier may be required first.

Check with your regulatory and QA functions first.
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The us%[Brok-@rgﬂj" -

SEINE AW maternals are only avallable at
[Eeseanle costs If purchased throughi an
mxg | iediary, i.e. a Broker. If the

material is critical to the process, e.g. an
= APl ora key excipient this can give an

o
'
=

= added complexity to the process and this
~  must be fully investigated with the
Quality and Regulatory units being
Involved, before any orders are placed.
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e

S YA EWARIOGESs0mBYE o differents
prodL ction facility, or a major change

ro qmpment used requires the

o cess to be re-validated. The QP

_.--r-

e valldated status of the process

..--
E———
— e i
i
- e il

-

ot
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ning Validation Expec
e QP mdﬁﬁae aware of-1

liBtion Protocols should be written before the
giLje J]es‘ diier performed.

PIOLOCO 5'should address sampling procedures,
.r_ : ﬂlcal methods (Including the sensitivity of
_:___,;._ ithese methods) and the acceptance criteria to
= ﬂbe uUsed.

"= \/alidation studies should be conducted in
accordance with the protocols and the results
documented

_s...
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Clee ning Validation Expec
e QP mdﬁﬁae aware of-2

SlENIeecol shouldraddress the “Worst Case™
forJrJJrJr
SheE vali atlon procedure and specification

srloufef match that of the routine cleaning
___.,:e edule.

'ﬁalytlcal methods should be validated.

= rA.flnaI validation report should be approved by
QA and management to confirm the validity of
the cleaning validation study.

_s...

ol
——-'-
*
-|.
-
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in.gﬁ,yglidaﬂbn
-

RIgraiiead andiwrite and appreve protecols before stamting

: 14 3 A= 2¥ n ~ A}
Agree a_cgep'[glnc CHtERa nasew ™ or e\, ls AlTOVV AIINE

SEIgYOVEr calculations (MAC) .
selyeli BO/IO Where appropriate for all equipment.
SRGEIIYOUTE OQ/PQ every time.

® ;'entific rationales for what you are doing.
eV alidate everything !

e EnRsure there is sufficient
== esources and time to carry

= out the cleaning validation properly.

i
. —

. Cleaning Validation requires a team approach.
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Registration

P = — = ——

SAny. cliange: tor Vanutacturing

AU _ﬂ_orlsatlon /Product Licence has to
he notified to the authorities with
upportlng data for the change.

.g. Validation.

m |
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| wa_ﬁtraw

BYSEI0NE SIgNING| any contract arrange a due-
(HJUQI‘ e ViISIt befiore final selection

semble a “project team?” to include
onnel from QA/TS/H&S/Labs/Commercial

— _, J SUre any gaps identified by the due-

= dlllgence visit have been closed

- _Get the proposed supplier to fill in a
guestionnaire which covers basic GMP Issues.

—

ASS
c@i
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—EepLActs=.

S — — — -
- — — —

S ETENmUSt e a Written Trechnical/Quality Contract with
IENST ooJ r WhICh I adadition to the financiall aspects
Id '-lnclude

_
-'

1fo) ,_':"open tor QA audits on an agreed frequency.
- "-purchasmg specification which must be met.

-
—

=== ~— Who the actual manufacturer/supplier is ( very

i

- important if dealing with a broker)

— Requirement to notify any changes before they are
made

— A documented frequency of updates
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EUL C apter7 Contr
anufactﬂ!%nd Analysis

--""‘_'
—

Iiliere should be a written contract covering
rm facture and/or analysis......

2 r\l ..rrangement for contract manufacture
igjef naly3|s ...................... should be in
O rdance with the marketing authorization.....

*7 ........ ensuring by means of the contract that
the principles and Guidelines of GMP as
iInterpreted in the Guide are followed.

=il
"ne'

-l-"

| ,\W N
'Jk

r
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S fJJ\,,\,f':“) /Urﬁ_ — i
fickets/Speciiications/Control
"C‘u ments)- The contract giver

=5 hould ensure that all documentation and
control systems are In place to ensure
= products are | m ‘\"\\\\U\m Wn ;Hﬂm
-~ manufactured In cay
accordance with
licence agreements

r--...,-

L .#////7////

o 1'”/%/@///ml/////7/////,| 2

i |
i !//////////r/},////| /// f

//// Tl
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-~ .
frecht iﬁ%@Cﬂ_pﬁﬁ

S0 ensure the details of
Mianufacture and QC
“controls are in place

2
~ and maintained with WA |\

\

= respect to the licence agreements
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QC/- Qg'Relea —

J]‘n_\ sglirementinrhe EUNG that

medicinal products are released to

a market place by a Qualified

“Person. Part of this role is to ensure

that the Product and Manufacturers

Icence requirements for the medicinal
-~ product have been met for each

| Datch of material manufactured.

—
:.-"_._,n—
s
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B
U A

IErcontract giver Is still responsible for all
PIeElCct seld to the market place and any
complaints or faults

asseciated with such

e

~ product.
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QA Auditof Lab’s and
L ab-Method transferred
& validated.Statistical
comparison to company
|abs or another lab

= RE — Done by Company
— - QC/QP.

———— +
= Periodic parallél
Periodic ., Testing,Stability
Surveillance protocols and

Periodic Audit’s
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VIBIfe rodu%imm«an@ﬁi@"

Yisatiii-one supplier makes 5 different
PIeUUcts for you and 3 are produced
foLi -1y With no Issues and 2 seem; to
_;lev. nave multiple deviations

, nd re-tests.
- = Can you certify the 3 “good “
products only ? i

&

|
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= BUT

NO if the issues are Quality Systems problems.
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\Vfz Iabu&gf mait

el avaliall |ty a GMP Issue ?

E

=

= Hﬁ pply of a critical component for a life-saving

@duct IS not available the consequences could

*be dire. In this scenario | would say availability
= [s a GMP issue which , if there is a supply
problem, may require ‘notification to the relevant
regulatory authorities.
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> Any Prelefie Marketed MUST comply Wlth
all igle uallty Systems. This applies to:-
— 3 ue y Agreements

3 —-‘s" ﬁnufacturmg Agreements

= Distribution Agreements

S

— ..-'-__.—

—  — Co-Marketing and Co-Promotional Agreements
- —“Piggy-Back” submissions.
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2.and BATCH DISPO
Check-List Summary-1

ctivities carried out in other area’s have

completed. ( e.g. Work tickets,analytical

C)

h produced by a validated approved

_':::_:; cess

-"3*‘The batch Is in regulatory compliance.
4. Analytical Testing is completed including

review of any OOS or OOT results.
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R.and BATCH DISPO;M‘.’
Check-List-2

V S o ALl

ons have been met.

-accurate. ;

d and manufactured components have

#approved

:‘- _- mumber manufacturing/expiry and/or re-
evaluatlon dates are correct.

| 9 .Reference samples and stability samples (if

required) have been submitted.
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and BATCH DISPOSI
Checkﬂﬁ:-Summar -~

ch related deviations

been approved.

ange controls have been approved.
‘ ’al yleld IS within expected limits.

~13.0 ther specific items complete ( e.g. random
= pack checks, water reviews etc)

~14. Annual Product Review up to date and
approved. (See next slides) How does the QP
know this ?
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 Product Qualﬁ?%
ChaptersdsReqUirene <

AT EVIEW Ol Starting materals and packaging
matenals used for the product, especially
UIBSE oM New: sources.

il
s =

g -
EL T - i

E(i) A review of critical in-process controls and
= = finished product results.

e

-

il
— _,..rh:

i

e
= = =
—

K (ii-i)' A review of all batches that failed to meet
established specification(s) and their
Investigation.
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Product Quallty Revie ’
> (1) A faviEny of ali‘g@m-ﬁcant deV|a lONS| OF Non-

R

CONIOINE ICces, Telinrelated [NVEStIoatieNS;
2ENErEMECUVENESS O resultant  corrective

andl preventative actions taken.

e .-
T
ll-
1?

5 '5'7fréview of all changes carried out to the
== ﬁrocesses or analytical methods.

'_ *--'(Vi) A review of Marketing Authorisation
variations submitted/granted/refused,

— Including those for third country (export only)
dossiers.
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.ﬂ"-'

~ e u,Cf Qual@ R_ew

SNWiPAreview. of the results of the stablllty
rrJom'tor]-'r,g.C'GC's“ eEranarany acverse el

S

> (V1) r\ r Vlew of all guality-related returns,
COrf gl aintsiand recalls and the investigations
ogr rmed at the time.

— = —_—

-‘j ( x) A review of adeguacy of any other previous
product process or equipment corrective

actions.

-
-

-

.
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. -‘:‘ s --_F'
reduct Quality” Revie
A
-
> () For p2Weprlelfedple) el iplofsEtilens zlnle

VEIEtions tor marketing authoerisations, a review
uf 9Usi rr rketmg commitments.

_| e

- (x]) g -'-*'qualification status of relevant

= Juipment and utilities, e. g. HVAC, water,
T:-*“r mpressed gases, etc.

".

;' (xu) A review of Technical Agreements to
ensure that they are up to date.
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SUIIImelly

i

tability’ off the QP and the responsibility of
atches for release may not be delegated

— r\ 6 )H- ay delegate tests and checks to appropriately
_ fr eﬁl and experienced staff

=—— ==It remains the QPs responsibility to ensure that these
- tests and checks have been carried out In accordance
with the requirements
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