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Update from EMA

Sustainability Initiatives: Impact on API industry

Keep up-to-date with EDQM Work

ICH Q2/Q14 - Analytical Procedures - Development and Validation
Cloud-based Regulatory Assessment: ICH M4Q(R2) and FDA KASA Initiative
FDA - Update on current initiatives

Q13 and Continuous Manufacturing Advancement

(Parallel Sessions)

1) Risk-based Approach during Supplier Qualification and Management
2) Practical Experience with the Brazilian CADIFA

3) How to assure Successful Investigations and CAPA’s
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(4) Information Sharing between the API Manufacturer and the Drug Product Manufacturer
(5) Regulatory Hurdles and Opportunities
(6) Auditing Manufacturers of Regulatory Starting
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(7
(8
©
(10

Latest Developments in Nitrosamines
Challenges with API Registration in China
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ICH Q12 Implementation in Practice
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Cloud Computing in the API Industry
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(4) TInformation Sharing between the APl Manufacturer and the Drug Product Manufacturer

BE : Marieke van Dalen, Aspen Oss B.V. Sabina Jurca, Sandoz

HX (WA

1. Information sharing guidance
2. What has changed?

3. Regulatory vs Quality aspects

4. Information sharing since the nitrosamine case
5. Good customer practice: a two way street

6. Take home messages

£ APICT €3 cefic
1. Information sharing guidance

In regards to what type of information needs to be shared
between the APl manufacturer and the Marketing Authorization
Holder {MAH) it is important to realize that in Europe the MAH is
fully responsible for the product including the API.

This is different from e.g. the USA, where the APl manufacturer
is held responsible for the APl and the MAH for the finished
dosage form.

In order to enable the MAH to take that responsibility in Europe,
the concept of an Applicant’s Part was developed [and taken
over by some other authorities at a later date).

[eFCENTLAL

#)APIC*
1. Information sharing gui

Rev 4/Corr *.

should go into the Applicants Part [AP), and
information should go into the Restricted Pa

that the ASMF holder regards as non-confide
information that the ASMF holder regards as

confidential®,

decide on its own...

In the EU, this is laid down for ASMFs in CHMP/QWP/227 /02

In this guideline there is a table depicting which information

In the text it is stated "The AP contains the information

Applicant/MA holder, whereas the RP contains the

This seems to suggest that the APl manufacturer can

€3 cefic

dance

which
rt (RF).

ntial to the

S APIC® @ cefic
1. Information sharing guidance

Howewver, the text continues to state:

"In all cases the AP should contain sufficient information to
enable the Applicent/MA holder to take full responsibility for on
evaluation of the suitability of the specificotion for the octive
substance to control the quality of this active substance for use
in the manufocture of o specified medicing! product”,

And this, obviously, is the source of all discussions.
It is also in contradiction to the text on the former slide.

MAAH Is responsitile for the quality of the AP but there s no guidance
that would defire which data AP manufacturer is reguired (o share

wii iy VWA T i the respormiblity,

DAPIC®
2. What has changed?

was insufficient for the MAH to perform
detailed risk assessments.

requested information.

some referred to their CEP and stated

did not, “there was no issue”..).

+ Others used the APIC template to provide both
Has(when requested) and MAHs with the requested

information.

As a result of the nitrosamines issue, it was clearly
demonstrated that the contents of the Applicant’s Part

MAH had to request more specific information from their
AP suppliers, who were not always willing to provide the

+ Some did not want to share any information at all,

have raised questions during assessment {and as they

€3 cefic

the requested

EDOM should

HAZEEES = 11
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#)APIC*

£3 cefic

2. What has changed?

Obviously, there are (as always) two sides to the story:

* APl suppliers not wanting to provide (any or
sufficient) information

* MAHs wanting more and more information
(preferrably a copy of the Restricted Part)

Intheend tisamatteroftrust...

* |f the API supplier did a good job, the information they
provide to the MAH should be trusted and the MAH
should not re-do the assessment.

*  But the MAH wants 100 % security and thus asks for
the basics of the assessment.

£)APIC*

£3 cefic

2. What has changed?

There have been cases where the APl supplier
concluded no risk, however when tested by the MAH,
the APl contained nitrosamines.

If the risk assessment provided by the API
manufacturer is only a conclusion (“our APl does not
pose any risk”),this does not help.

) APIC*

£ cefic

3. Regulatory vs Quality aspects

Selection of an AP| supplierf/manufacturer by MAH: two
main aspects to consider

* Regulatory aspects: Does the AP| supplier hold
ASMFs/DMFs/ CEPs to support registration in the
required regions? What exactly is required in those
regions? Is the AP| supplier aware of current
guidance?

+ Quality aspects: is the AP| supplier aware of their
reponsibility to share information with the MAH?
Does the APl supplier move with changing insights
and implement state of the art requirements?

Price should not be the main driver!

2 APIC® £2 cefic
4. Information sharing since the

nitrosamines case

Regulatory perspective:

*  Unclear whether M7 requirements in general should be met for
“old"products

+ (in Europe this is not expected, but in other countries, e.g. China,
Korea this is expected-= but there the Applicant’s Part is not
used).

@ ksue: i older Applicant’s Parts mutagenic impurities and nitrosamines wene
aften not addressed. A change in the filing would lead te many variations,

* Hesitancy with APl suppliers to provide information, as they do
not know where their information will be used (by the MAH).

*  Need for MAHS to provide the nitrosamines risk assessment for
the droguct, which should also cover any potential carry-over
from the API (not just for nitrosamines themselves, but also for
precursors that could lead to nitrosamines in the drug product).

This turned into an almost impossible situation where MAHs
wanted very detailed information on the process and the AP
suppliers simply denied or looked for easy ways out.

R cefic

4APIC

4. Information sharing since the

nitrosamines case
Quality perspective:

* Itis key thatinformation on impurities should be shared with the
MAHS, as they are providing material to the patients and they need
to assess the risk of using a specific AP,

* APl suppliers not willing to share that information are posing a
problem, but

*  MAHs requiring more or less a Restricted Part are also posing a
problem.

«  There should be a clear understanding on both sides of what is
expected from the other.

*  Need for MAHs to provide the nitrosamines risk assessment for the
drug uct, which should also cover any potential carry-over
from the API [not just for nitrosamines themsehes, but also for
precursors that could lead to nitrosamines in the drug product).

This turned into an almost impossible situation where MAHS

wanted very detailed information on the process and the API
suppliers simply denled or looked for easy ways out.

) APIC* £ cefic

4. Information sharing since the
nitrosamines case

Quality Agreement = comprehensive written agreement
that establishes the quality and GMP obligations of the
drug product manufacturer and the APl supplier.

= Legally-binding document,

» Essential part of the drug product manufacturer and the AP suppliee

relationship. It provides clarity of roles & responsibllives, fosters good
communication, facilitates operations for both the MAH and the AP

-

* For a partnership API Supplier-MAH to be effective,
expectations and processes need to be stated & clear.
# Anexample template is provided by APIC.

12 AZXEEESH=
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4, Information sharing since the
nitrosamines case

Quality Agreements - The N-Nitrosamine issue” revealed...

* Expectations regarding Mutagenic Impurities and N-
Nitrosamines are typically very scarcely described
(relatively “new” tapics).

* Recognized need to strenghten Quality Agreements
to include specific expectations regarding Mutagenic
Impurities & N-Nitrosamine assessments (N-
Nitrosamine Lessons learnt document,
EMASS26934/2019).

* Explicitly state the responsibility for compliance with
AP relevant guidelines, what data to be provided to
MAH, communication in case of changes, new findings,

Py 30 .
“IAPIC £ cefic
4. Information sharing since the
nitrosamines case

A mindset change is needed:

= All Suppliers in the supply chain of a drug
product
(raw materials suppliers — AP| manufacturer .
to DP manufacturer) have the same goal: it

— to bring good guality and effective .

(at]
=

L&

madicines to the market, and ensuring
patient safety.

«  Suppliers in the supply chain of a product
are not competitors, but should be
partners.

Collaboration should be the driver,
and not competition.

deviations? @
#APIC® €3 cefic

4. Information sharing since the
nitrosamines case

Guideline revisions could support this:

Update guidance in the area of quality, good manufacturing
practice and regulatory requirements to;

= Clarify responsibilities of MAH, DP manufacturer, APl
manufacturer, ASMF holder, raw material suppliers
throughout the product lifecycle (regulatory & quality).

= Improve exchange of information between the AP
manufacturer and the MAH. Guidelines to better define
what data need to be shared with MAH & HA, including for
post-approval changes. AP f RP DMF,

~ Strengthen Quality Agreements APl manufacturer — MAH.
‘What data falls under Quality versus Regulatory.

) APIC®

£ cefic

6. Take home messages

# The regulatory landscape is changing rapidly : more
information sharing is expected, and in the EU some
guidance has already been published to support that.

= In the API supplier selection process, ensure that the
APl supplier is capable and willing to fulfill its
obligations and to move along with changing
requirements.

# Inthe end, all parties in the supply chain are part of
the road towards safe and effective medicines for the
patient.

MAH

" Please provide infarmation on the risk
of prasence of (potentially} mutagenic impurities
and N-Nifrosamines in oo active substance.,

. r

(=3

-‘

FF‘HH! provide mors detalls an the assessment of
rutagenic impurities; information whether assessmant
s dane in-line with ICH M7 guideline, st of identified

O rvutagenic impurities, established control, For
Mitrosaminges, please provide Risk assessmaent roport

L outcomes following relevant guidetines,

e e infomslan 1ie BT oee
rrrpanpible for thr quclty of 457 & OF 3
o v guidinkma fose oo s Anow fhol Bhe 487,
memufor furer cdeguately pformid the

¥
Impurities impoct FOF quatity? Been if
ﬂ'mhﬁ @ CEF, wer e s
P ity e EF,

5. Good customer practice: a two way street

APl Manufacturer

Please note that owr AP has a valid CEP. therefore data on
mstagenic impurities has been asiessed and approved by
EDOM.

Regarding Mitrosamines, conclusion of M-nitrosamine

Reguested data 4 part of the AP and i3 considened 1
confidential, therefore we do not wish (o provide these data.

HZERELZHE 13
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(5) TRegulatory Hurdles and Opportunities |
S8R . Marieke van Dalen, Aspen Oss B.V.

HX (N

1.Who are you?

2. APIC interactions with Health Authorities
in 2022

3.APIC interaction with EFCG in 2022

HAPIC*

Annual meeting with EDQM
Pharmacopoeial Harmonisation

€3 cefic

+  APIC asked for an update on the status of harmonisation
of individual monographs,
EROM: the Pharmacopoeial Discussion Group (PDG)
works to harmonise excipient monographs and general
chapters, NOT API monographs.
When manufacturers submit a proposal for a new
monograph or revision of an existing monograph, they
can request that it is harmonised. This is the best way to
trigger harmonisation. Ph Eur and USP will exchange
infarmation and try to harmonise where possible,
‘When a manograph is updated to cover a new impurity
profile, this must be approved in at least one Member
State.
When the Ph Eur starts working on a new monograph,
they always look at what is already published in other
pharmacopoeias as a starting point,

£)APIC* €3 cefic

Annual meeting with EDOQM

Pharmacopoeial Harmonisation

* APIC commented that the possibility of having a
single dossier for different markets is being
discussed within the ICH BM4Q(R2) EWG, but this
is not feasible if the pharmacopoeias are not
harmonised. EDOM said that this is a question for
the regulators not the pharmacopoeias.

<) APIC*

Annual meeting with EDOM

£ cefic

Mitrosamines and other mutagenic impurities

Nitrosamines and CEPs

*  Nitrosamines in other active substances than
sartans
EDCOM has undertaken specific reviews of dossiers
for pioglitazone, ranitidine hydrochloride,
metformin hydrochloride, rifampicin and other
substances, based on information received from
CEP holders or authorities.

*  Mitrosamines in (all) active substances covered by
CEPs
There is a stepwise approach for CEP holders in
line with EU call for review in October 2019. Step
3 (update of CEP application) to be completed by
26 September 2022 at the latest.

<)APIC*

£2 cefic

Annual meeting with EDQM

Mitrosamines and other mutagenic impurities
Mitrosamines and CEPs

+ Since 1 October 2020, CEP applicants are required to
include risk assessments in new CEP dossiers, renewals
and revisions where a risk of nitrosamine formation
may be introduced [changes to the manufacturing
process, change of suppliers of starting materials or
intermediates etc).

= EDOM continues to collaborate significantly with
worldwide partners via the Nitrosamines
International Strategic Group (NISG) and its
Technical Group (NITWG).

3 APIC® €3 cefic
Annual meeting with EDQM

Applicability of ICH M7 to impurities listed in monographs

* EDOM commented that, generally, authorities accept
the limit in the monograph. However, some authorities
may ask for the limits to be updated in line with M7. In
a new CEP submission, the applicant is expected to
follow the monograph not M7, If the applicant believes
the monograph limit is too tight based calculations in
accordance with M7, or not tight enough, they can
present the case for a monograph revision,

* APls made via fermentation are not within the scope of
M7, If a manufacturer gets a request from another
authority to apply M7 to these products, they should
inform EDQM. However, semi-synthetic APIs are within
scope, so if there is at least one synthetic step, they
should be assessed.

14 AZXEEEGH=
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Annual meeting with EDQM
Ph Eur general texts in the pipeling

* Update of general chapters
*Balances for analytical purposes, 2.1.7 = Ph Eur
supplement 10.6.
*General Notices, chapter 1 = Ph Eur supplement
10.7
*Implementation of pharmacopoeial procedures,
5.26 - Ph Eur 11*" edition. This gives more details on
how to implement. A document containing concrete
examples will be published soon.
*Comparability of alternative analytical procedures,
5.27 -Pharmeurcpa 34.2. This provides more
information than the General Notices on what users
need ta do to present an alternative method and
demonstrate comparability. Public consultation
closed on 30 June 2022,

£ cefic

<) APIC*

Annual meeting with EDOM
CEP related issues

+ A significant increase in the number of new CEP
applications, combined with a lack of experts, led to
delays in the treatment of dossiers. Experts are now
back on site and the situation is improving (always
reported in the monthly reports).

¢ There have been no on-site inspections since 2020,
These will resume in September 2022, The pilot of
the remote inspection project (RTEMIS) was
successful and will be introduced as an integral tool
in EDOM’s inspection programme.

3 cefic

4 APIC*

£3 cefic

Annual meeting with EDOM
CEP related issues

+  Some new guidances were published, e.g.

* GPS coordinates for manufacturing sites— the
coordinates should now be expressed in decimal
degrees

* Revised application forms for all submissions to
include the SPOR-Organisation Management Services
(OMS) ORG_ID and LOC_ID

* A change of contact details for a CEP form is now
available

* Use of DCEP sharing tool

* CEP holders responsibilities towards their customers,

=  APIC has shared some concerns on the latter with

EDQOM, as we think the terminology used is too harsh,

There have already been examples where MAHS ask for

the exact text to be copied in quality agreements.,

) APIC*

€3 cefic

Annual meeting with EDOM

CEP related issues

+ Information on the route of synthesis of the API,
details of risk evaluations for impurities that CEP
holders have performed (nitrosamines, elemental
impurities, etc.)

In this description there is no balance between what
should be shared with authorities and what should be
shared with customers.

In our view the current wording is therefore
undermining the ASMF/DMF system as well.

The proposal poses a high risk for API companies to
infringe their intellectual property.

Z)APIC® £3 cefic

Annual meeting with EDQOM
CEP related issues

= Marialions / CEP revisions: To allow the MAH to
evaluate the impact of any change introduced by
the API manufacturer/CEP holder
The wording “any change” should in our view not
be mentioned in any guidance. There are many
changes without any regulatory andfor quality
impact.

Also, this is not common practice at the moment:
many companies will not inform their customers of
“notification level {(with EDQM) changes”. Reason
behind that is NOT that they do not want to share,
but that there are customers who will then again
evaluate the change and file a variation “to be sure”.

2)APIC*

£ cefic

Annual meeting with EDOM
CEP related issues

*  EDOM explained that both sections of the document
referred to above
{sections 3b and 3c) state that any necessary
information that is needed to guarantee the quality,
safety and efficacy of the medicines should be
provided. The CEP holder and the MAH should agree
what needs to be shared by way of a quality
agreement. EDOM does not believe this is difficult to
implement.
The EDOM inspection team have started enforcing
this document during GMP inspections,

A#ERESHE
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) APIC® 2 cefic

Annual meeting with EDOM
CEP related issues

*  EDOM informed APIC that, as part of the update to the
ELl pharmaceutical legislation, 5ome authorities are
calling for an Applicant’s Part to be included in the
WAL in addition to a CER, as a way of pushing
communication, This is high on the agenda as part of
the nitrosaming’s lessons learnt exercise.

*  APIC stated that, generally, there is no problem in
sharing Applicant’s Part information in line with the
ASMF guidance, but it should only be used far
information. APIC strongly disagrees with submitting it
in the MAA in addition to the CEP. In APIC's opinion,
this is a backward step and undermines the CEP
procedure and EDOM’s assessment.

4 APIC® £2 cefic
APIC interaction with EFCG in 2022
The EU Green deal has & focus areas

8 & & B

A i CaS Wiy, iendviied, esitgy iy ina iflorible  mond pubie Basapet
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STy
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It is easy to see that this also impacts our industry..

2)APIC*

§£3 cefic

APIC interaction with EFCG in 2022

The green deal in a few words:

* no net emissions of greenhouse gases by 2050
* economic growth decoupled from resource use
* no person and no place left behind

As an in between goal:

* reduce emissions by at least 55% by 2030,
compared to 1990 levels.

& tough job!

2)APIC*

€3 cefic

APIC interaction with EFCG in 2022

The Pharmaceutical Strategy

The COVID pandemic has served as a catalyst to reveal
the dependency of the Eurcpean pharmaceutical
market on Asian imports. Maybe one of the very few
advantages of the pandemic.

Some critical technologies are completely offshored.

The major problems with productions no longer
available in the EU lies with intermediates and generic
APls.

16 HFERESHR




(6) T'Auditing Manufacturers of Regulatory Starting Materials

HX (&)

1.Introduction of the APIC guide for auditing

registered starting material manufacturers

2. Examples and experiences in applying the guide

during audits in China

&AM © Mr.Danny De Scheemaecker, Janssen, Belgium

) APICHE . .
o e Guide: Some background <) APIC
e » Application of ICH Q7 towards APl manufacturing
L-.p—-.-e' Application of (his Guide 1o steps (=hewrn in g d im this type of
Introduction of the APIC W [ | [
=earing i perification
guide for auditing RSM S e
manufacturers —
Increasing GMP requirements =
ncreasing req L
- Shca; [ressem | ———" Secay pecoeny e
Guide: Some background S APIC” || Guide content & APIC
* |Increased Q-risk:
*  Dutsouwrcing of REM manufacturing versus internal L Appl‘ﬂach:
anufacuring « Evaluation of ICH Q7 chapters
A “W‘;:f:r:l'lid oo contrl o -go0d manufactuing process « What s applicable for RSM suppliers?
principles’ at RSM supplier to control quality of the AR * Anything missing
» |CH Q% Guideline on quality risk management
- Applied as appropriate » Next slides: specific highlights of
=> Resulted In (s A of R St - AP (oolic.o00) some different chapters
»  APIC guide in 2018 .y
= Annex 1 'Aldememoire for auditing RSM suppliers'
.+ ORA
[EmEkR——— -IEC:; ey LTVTE | S m ey .

A#ERESHE
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Preamble: Audits at RSM suppliers
mandatory?

= Mo, not a legal requirement

= Evaluation of the Q-systems of the supplier part of
supplier qualification
+  Different tools: audit, questionnaire, evaluation of public
information, ..

. ﬂﬁ;ﬁgl criteria can be used to evaluate what tool to use (not
= compheity of the molecula
= rumiber of manuiacharing Steps between RS and AP
= krewvide of the suppler (2.9, el expenence)

Preamble: Refusals and distributors

= How to handle refusals (IP, business, concemns)
+ Alternative solutions (TP audits)
+ A documented risk evaluation:
= additional questionnaires,
= additional testing/sampling upon receipt of the material,
= on-ling intarviewlaudit or change suppler,

= Audits at distributors or suppliers?
= Evaluate the production site

= Evaluate the supplier; what activities can impact the
quality of the product?

Asckrry

S APIC

Shds B

Akl
“ECA

Chapter 3: Q-management ~ APIC"

= No Q-unit at the supplier
* Person(s) that can take independent Q-decisions
* Clear roles and responsibilities

Chapter 4: Personnel
» Documented training of contractors

+ Depending upon the criticallity of the activities

* Linked to aclivities, not to individuals
Chapter 5: Buildings and facilities
= Manufacturing in ‘open — partly open’

environment allowed
* Yeas, with the right control strategy
= Mobile boots, specific fllration downstream, mong protecion

Chapter 6: Process equipment

= Cleaning

« Dedicated <-> mulli purpose equipment, details
in S0Ps

+ ‘isual clean -> supported by analytical data
= Calibration certificates by the government
(critical equipment)
« Ok, but internal review necessary
= Computerized systems

* Verification to demonstrate suitability for critical
activities
«  Sufficient controls (access, deletion)

dring final sleps _
ate, | e —" sickz oo (DAPIC
e L N Shie 0
Chapter 7: Documentation <) APIC Chapter 8: Material management
and records = Complete testing of all
= Qverall: Good documentation practices incoming RM?
= Batch release = Assessmentin place
+ Review of BMR + Other controls can be
+ Analytical records applied
+ Review of critical deviations and 005 = Review of CoC
= (continuous manufacturing)
= Review of CoA against internal specs
= Downstream testing (IPC,
intermediates)
T e —— oA MY ey | — sicns [rcoceey (2 APICH
Haw | Bad Sl 13
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Chapter 9: Production and IPC

#) APIC*
» RM handling and production stages:
prevent (cross-) contamination
* More precautions towards final stages

Chapter 12: Laboratory testing
= Expiry and re-test dates (ICH stability
tests?)
+ Literature
* Historical data
* Re-testing of stock/retain samples

« production process
= Analytical method
+ Cleaning

* Equipment

+ Consistency
* Robustness
* Reproducibility

e

e
- —

. [:E'E'?““”I , = Methods used to release RSM by the RSM
) Paz:';;n:m'”g supplier
* Should not be validated if RSM user is testing
» Documenting and evaluating critical with validated methods
deviations = Be carefull with reduced testing by RSM user
icas | Acosemy T —— s |acosemy (28) APICE
e — fica side 13 o snde 4
Chapter 13: Validation 3 APICE < APIC™
Part 2 a
= RSM supplier '
processes d”:ﬂ"::’ﬂ“::t“‘a and Examples and

experiences in applying
the guide during audits in
China

ACOOTY
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Introduction Nuobai

Ningbo Nuobai Pharmaceutical Co., Ltd
= Started in 1987 as an import and export company
= |ntegration in 2006 of trade, R&D and production

S

Nuobai

Gap observed

s nelnad in AP g o madting = S
warlaaieii [Virsarn by TLIET)

Chagler - Sacikon

Bida 17

Bt [T e e e —— 'Mm‘::
= Independant Pharm company since 2017 —— i Pl ol e e
+ Bavping o Al
] What do we do for our clients: Paxkcscn
Supply chain management o Serae tf s FeS.
+ (OC testing and process safl
assessments i V7 oo e e | S et
+ Process dav‘elnpment and i ] o et o . v 114 ey o P 4 56 ot
i preccamons & soremaraston e 1
L gd.lmdri?ﬁt!:tng RA suppﬂf‘t \ } m‘:d-?.;nﬁT:“
S M%ﬁmansu%qlgmasu suppliers [ SPRPURIIN  Seuy ey ap————
 Roguiar tochiical vsis and oversght 2w —4 e
rpiaroad Lo FERAL presiacy bt -y
e — s e (@ALIC

AZERES = 19




[45 25 Ml APIC 4ER &SN

Case sharing for cross

. . . Nuobai
contamination prevention-1 s
Before:
F Window s open during manual
discharging from the centrifuge
= There are rusty at the bottom of
reactor and potential cross
contamination risk
After :

# Window is fixed and will never open
({LEV is available)

# The site performed cross contamination
evaluation and take maintenance
measurement

After

Case sharing for cross
contamination prevention-2

Separate the room for final
step centrifuge (After)

Nuobai

Separate the room for
blending and drying (After)

“)APIC™

Slide 18
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Gap observed Nuobai
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Case sharing for calibration yuoe./>

3
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The supplier changed the 3 party and got the detail calibration
result. (After)

Gap observed
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Case sharing for document magt. "%

Nuobai

L)

Gap observed

Crups  Bekn | rald Comarvnd Surrg B oapacton fx A3
rraraimarny (yen ek 0 iy
Ther cocument Gy | L e ——
™ witth company 1 m‘dﬂ T
P s
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prabEiea of v el anar
Rcord B $tad
14 | o™ iy | S | e S
depariment um'w:;"‘“
- Al irdormation
Testing logbook (Before) Testing logbook (After) pnted on the
Ipage
e —— P Lo L S — 222 Lacooery (& APIC?
“aer® Slide 25 suaam Yeas” | St 18
: #  Case sharing for the deviation |~ 4
Case sharing for Qc lab Nucke™ |lin QC Ueeen
Befora After * A deviabon for the sample dispensing in the sampsa room of QC lab is not

reporied.
* What happened
- The sample is aken from he workshop and will be dispensed for raasing
lsling and relain sample accordingly by the sampling personnel. Then the depensed
sample should be put in the cabinet A labelled as Sample for Testing and waiting for
teesting. But it i placed wrongly in the cabinet B labelled a5 Sample  Testing Finished
by sampling personnel,
- The 2= operabor did nol find the Sample in the cabinet A and conlinue ko
search the sample in the cabnet B. He did nol check the balch No. cleary and
usad the sample wiongly.

- Nesthar employes realized it is a deviation and report io the supervisor,
¥ Consegquenca

Conclusion

» Since implementation of the guide in
2018:
+ Clearance about the Q-systemn
exspectations of the RSM customers

» Guidance for the RSM suppliers what to
install

+ Guidance for critical raw material suppliers

* Risk based evalution if specific items are
not in place

<) APIC*

Shde X

ATy

= The sample mix-up
- Wrong saemple & lestod
= ther failure of releasing result
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