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1)EU®M Out-of-specification investigations 4% > X
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6.32. Out of specification or significant atypical trends should be investigated.
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-Laboratory analysis GRERIRE)
Results ($58£)
-Phase la investigations (74 X I aifi&)
-Phase Ib investigations (74 X I bii&)
-Phase Il investigations (74 X I FA&)
-Phase Il investigations (74 XM &)
-Batch disposition (/\'wFDALE) 115




Out of SpeCiﬁcatiOn Guidance - Update by MHRA Posted 10 Apr in News

by Jane Lyons https://mcgeepharma.com/eur/out-of-specification-guidance-update-by-mhra

S

HAZ O ANRREZIN=DIFZFENOTHRET S=HTH5
» 2013FEDO0OSHDH AR A FO0OSEESHESIMIZDLNT

aiBALT =, TDEREDHAF U ATIFRYIRLEBIZITEDT IS

REGREDBZZEALZ, COAAF D ARNEEH[Z2[0

BURLABRGERENETERBLTWSIEZ RO TV =, L
ML, COEZAITEFZHGIRLIZE DTG 1=, +5

A=
T=

A

READRLICEDNTT 2D EANHEFMNZ LMo

HLWAHAF D AFRAEDERETERI ANESEITDONT
BEMGTT7O0—FEiRHLTL S,

116



MHRAIE2013%8H <. L5+ (OOS) FAED NI A EICEAT 5%
RRATHAFTOREZMOTRRLELZ, ThITRAERESN, FELY
PIVEIICHESNFLT =,

CDHAZ VAN 2013FECRRENT-EE . OOSTRED N IEIC
EIEMRoNFEL=, ThIL, OOSHBEEMNHI-IGEIZRIEDHEY
BLUERBRNDENETERT b, (RETEEDESEIRAT
HIEITHE DTz CHOHAFT U ADHEIZIE, OOSHFERZNIET 51
DOHEBLGTTO—FIL, SHI22EDTAREREYIRL, 22D FLLY
ERNERTHETHETHETH - cOTTO—FILEEH
BIUZE D=1 D TIEAL EEICMHRAIZIE & LVAL, 2H—#2
HICIRESN D RMEIX. OOSHFERMN . REZX I HEFDFH
AIELMRE CEHRICE DLW TEICSh =L D THAIEIERHLTLY
%o

(nttps://mhrainspectorate.blog.gov.uk/2018/03/02/out-of-
specification-guidance/)

117



BEEIL. OOSHEZITOIRIZ. [ChABRREEERS IhSZhAR
REEER>TVNBINERBITLESELEITTLWS, ChITBREEICHAE
YDPEREEZHITTLNS,

HARZRE, AEDREBE TEREITAREZEIZDODWNWTOEREILT
JA—FEFRHELTWS, FNlE. O0SEHRITH L THEINDTT
xRt S50 —Fv—barEH  UTOEELGFEBENMTMF
%jj/ {_L/—C(/\g:-—a_o

BEEDSH
"BRESN(OOS)/FL U R OOT/IEEERREDIAERIL. LLTD LI
BEICITHETNIELGYER A,
INYTFN)—RAEE R UV HFEEH O EE,

TRENEERER: T —3IN/\VTFETE REICFERAINTLSES.
RUOEEOHITEIRREZE(ICEHINTLSIE S,

MIREIN TSR RVRZEO/ NNV FDOLEMEAER. #EHGN
IJAA—7 Vv IR EMERER (AU AHERIZEBLALY)
OOSFIXFL\OHSFERETRIOOSTHETSH YU T)ILELTHE
Fﬁé’héﬁﬁ@” U _Zémf:/ ““J?o Eﬁt Eﬁl%ﬁ% 0)/ {“Ja"" 118




Jr—X 1 aiifi®&:

CHEBEDRETIE., ST ECEELGEDHNTIS— iR
H O/ N DA AN A EELGRTELE DT AT —% %]
RELTWLWET , ChoDEEIL. ZERESRE I bF(ZIA
IRESNTUWVIKTHERAHHEFEINS,

Phase la Investigations—

This phase of investigation are for obvious error such as
calculation or power outage, testing errors such as
spillages or incorrect setting of equipment parameters. It
IS expected that these issues are trended even if a
laboratory investigation Ib or |l was not raised.
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Phase Ib Investigations—

Is an initial investigation conducted by the analyst and supervisor using the laboratory
investigation checklist covering the pertinent areas for investigation. The checklist
documented in the guidance details checks such as:

“Correct test methodology followed e.g. Version number.
Correct sample(s) taken/tested (check labels was it taken from correct place).

Sample integrity maintained, correct container and chain of custody (was there an
unusual event or problem).”

The initial investigation conducted by the analyst and supervisor should be restricted to
data/equipment/analysis review only. Once this initial review is performed, re-
measurement can commence once the hypothesis plan is documented in order to
support the investigation testing. Hypothesis or Investigative Testing should be
performed to help confirm or discount a possible root cause. Hypothesis testing may
include further testing regarding sample, filtration, sonication /extraction and potential
equipment failures etc. Multiple hypothesis can be explored during the investigation.

This initial hypothesis testing can include the original working stock solutions but should
not include another preparation from the original sample

A test can be invalidated if a clear root cause has been determined such as
Technician Error Sample/Standard Prep.
Analytical method Equipment Failure

Deviation from Procedure
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Phase II Investigations

This phase of investigation is conducted when the phase | investigations did not reveal
an assignable laboratory error. Phase |l investigations are driven by written and
approved instructions against hypothesis and should always commence with a
manufacturing investigation to determine whether there was a possible manufacturing
root cause.

The guidance also indicates details on resampling, retesting, averaging and details on
the written description.

“Description of the testing should be written, and then approved by QA/Contract
Giver/QA equivalent prior to initiating investigational testing. The requirements of
investigational testing should include:

The description being fully documented
The hypothesis being investigated.
What samples will be tested.

The exact execution of the testing.
How the data will be evaluated”
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Phase Il Investigations

If the batch is rejected there still needs to be an investigation to determine whether other
batches or products are affected and to identify and implement corrective and
preventative actions.

The phase lll investigation should review the completed manufacturing investigation and
combined laboratory investigation into the suspect analytical results, including relevant
method validations for possible causes into the results obtained.

The guidance also indicates “Once a batch has been rejected there is no limit to further
testing to determine the cause of failure, so that corrective action can be taken” and “the
decision to reject cannot be reversed as a result of further testing”.

The impact of OOS result on other batches, on-going stability studies, validated
processes and testing procedures should be determined by Quality Control and Quality
Assurance and be documented in the conclusion, along with appropriate corrective and
preventive actions”.

A final decision to release a batch in spite of an initial OOS result that was not
invalidated should only be reached after a thorough investigation has shown that the
OQOS results is not indicative of the quality of the batch. The QP should always err on the
side of caution!

As laboratories continue to strive to establish scientific rationale for OOS, it would be
wise to review against this newly updated guidance.
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FDAAY“Quality Culture“DEZEMEFE R LIBOHT-

http://www.americanpharmaceuticalreview.com/Featured-Articles/187437-Quality-Culture-Wins-Over-Compliance/

Quality Culture;

The collective attitudes, beliefs and behaviors of an organization
and of individuals in the organization related to delivering
guality pharmaceutical products to the patient.

nnﬁi'ﬂﬁ;

BESAVICEVVREDERE R
%) R EBEANDEERDERE/

%?z%{ T%)T:&)O)fﬁﬂfﬁ‘a‘ﬁ(:zl%(‘f

ﬁTﬁ
r.l}
@

Process Analytical Technology (PAT),
and Quality by Design (QbD).

Quality Metrics and New inspection Protocol Project(NIPP)
334



FDAAY“Quality Culture“DEZEHEFE R LIROHT-
http://www.pharmtech.com/metrics-quality-culture

he Metrics of Quality Culture
m B XIEDTEE

FDA’s proposed guidance for quality metrics raises
guestions about quantifying the tangibles and intangibles
of quality culture.

Sep 02, 2015

By Andrew Harrison, Susan J. Schniepp

Pharmaceutical Technology

Volume 39, Issue 9, pg 22-25

FDAIZGREZHIEILT 2T DNAMFI U RZTIRE
Iﬁﬂgj{1t€ﬁﬁ/ m\ﬁ/—Cﬁ% nlb\-g—%)é:ﬁ:ﬁ—a'lﬁ
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FDAAY“Quality Culture“DEZEHEFE R LIROHT-
http://www.pharmtech.com/metrics-quality-culture

REELMEXED—A—AD, SERICEmEDR MEIR
IS ELTEELGMBEXILZHIL I ARINIETEELN DD,

(unl

https://www.fda.gov/downloads/drugs/qguidances/ucm455957.pdf
MatzERHIT S

m B 11

Lot Acceptance Rate (LAR) Ovk&EER

* Product Quality Complaint Rate (PQCR) HI[§3

* Invalidated Out-of-Specification (OOS) Rate (IOOSR)
HA R AEEMHHEBR TOEELLEMN>-00SD
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Quality Culture- The What

» Quality culture starts with leadership () —5 —<
VI o THmEXENIEES) that understands
that human behavior and motivations are
critical to meeting ongoing quality
requirements (NDITENEENIEEN B ERZTZER
9 o —), and naturally emphasizes continuous
Improvement of processes.

(#9567 ERADHE)

*Defined as the shared beliefs, values, attitudes,
and behavior patterns that characterize the
members of an organization.
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Pharmaceutical Industry Built on a

Foundation of Data (T—4®):
 Attributable I|FE %

° Leglble ¥l 55¢ al BE
« Contemporaneous [ Fi4
e Original JRA

« Accurate IETES

= =

)
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For This Reason We Have an Abundance
of Regulations and Controls in Place

Guidance Documents to Outline Product Requirements
and Expectations for Commercialization(2 >k 518 S HAfF)

21CFR and Federal Register (cGMP)

- Quality Systems (B AT L)

- Auditing and Inspections (B & &EEE)

- Electronic Audit Trails and controls (& F &z & i EHT)
-Policies (f§&t)

+483 and Warning Letters (GMP#E##E 18 & Z£4K)
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What Does Quality Culture Mean for
Regulatory?
= Trust({§ ) and Accountability (F{E)

Regulatory Affairs Job Requires a Healthy Dose of Trust
to Be Successful. We rely on Completeness and
Integrity of the Data Supplied to Regulatory from Multiple
Sources(T—ANFTEEHEMREHEIXTTEDT—2ELY)

* Product Development -« Validation
e Clinical  Manufacturing

* Analytical/QC e Quality Unit

We Iin Regulatory may not have generated the data but
we do sign our name to it each and every time we

submit to FDA. (T —2ICBEEZF>TH AU LI|ET D),




Take Ownership BoZFEFELTERK

. Stay Knowledgeable in your Field

D 7 EF D HFER

. Stay Current in Guidelines and Regulations
HAZ D RAERHIDRFT DENRIEHE

* Be Prepared to Reference or Cite Guidance or
Regulatlons In support of your Reqgulatory Strategy

DDEFBDHART AR = 2R

* Broaden Your Knowledge Base Past your Immediate
Responsibilities S OEFEICET AHBEZILITS

» Network, Find out What Others are Doing. &%

» Elevate to Management for awareness BIELN)LIZ

 In Short, Own the Role BHND&EENEET-7

-

II

I
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Trust But Verify {ER9 5MREEH

Ever Heard the Term “Throwing it Over the Fence™?

* Understand the Quality Culture for the Groups
Providing Data T—#%%Z 29 58D ME XILEE

* Do Let on Others to Shift to the Responsibility and
Risks Associated with a Incomplete or Chaotic
Deliverable to Regulatory just to “Get it Off Their Plate”

EBHELTIEZBENT-bDOREBELTEREVRIZED
» Always Provide a Thorough Review &IZLEa1—%
« Make Sure All the Pieces Fit £ TR

« Look for Gaps Xy THET

» Ask Questions B9 5 (GEEERH)
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Collaboration

* Internally B HAICEAREZEZT AAHEE
—Fully Participate Early and Often

—Act as Liaison Between Drug Development,
Manufacturing, Marketing and Clinical (BA%&mirmE )

—Seek to Understand, Encourage Open Communication
—Provide Clear Expectations (BAFE7ZHi%F)

« Externally SVEi~NDEREFIEZA L) —(Z

—Key Interface Between you and Company (#R:E4H)
—Know Your FDA Contacts (FDA® & #& 4
—Initiate Dialog (HEZAA2—F)

—Encourage Synergies between Regulatory Agencies
and company departments (ZFEETERE)

z)

L -
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YARNY E

ZITT

Focus On Improvement tEIZE

« Continuous Improvement: a9tk E
It's not just for Manufacturing or Quality, it's a mindset

» Focus On Personal Performance {EAMDEE(IZE

» Elevate issues when needed. F &1L WLELRR(C
Management can't fix what they don’t know isn’t working.

* On the Flip Side, Delegate! Developing staff and delegating
work is one of the best ways to improve your productivity.

 Look to find the root cause, IEARIREEIERK
especially if issues keep repeating themselves. Don't settle for
a band-aid to a problem, work for a solution.

e Don’t Settle for Status Quo, & 9 47 In today’s business

world if you keep doing what you’ve always done, you'll be obsolete in no time.

« Keep an Open Mind to Change ZEJ5E5%

~
-
L4
v
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Keep the Right Perspective IELULVARTER
* The essence of quality culture is knowing your priorities,
what is most important. SEXEDEZELZI VLR

» For the Pharmaceutical industry, the key focus is the

patient. EEHHR

* We still manage tight timelines, limited resources, risk
management, and there is always the concern with the
bottom line financially. [Ronf=!)V—RIZEIZEM

* Be a role model for a Quality Centric Culture
mEXIERLDETILELTDRE

* If we keep our primary priority the patient, this provides
us with the right perspective from which to make our

decisions BEREAMNELWVARIMEZRT
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Quality Culture in Regulatory

(FRHl ETDmEXIE)

It's All About the Data...

And the Relationshps

(BETT—R2EZTDOER

")
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Request for Quality Metrics Guidance for
Industry Draft Guidance

IRRRICENTHEITRIRG., #7235

@%*ﬁﬁ§$g7&~ = nnﬁ@%nn’&ﬁﬁx iz

I AHREER IDEREEHE

—

Quiality Culture h E

s - REL

R

DIAIDERT B,

Quality Metrics (fa B 1E1R) e X il

ET.EXDE

el

Hit

EREh NI,
+RUT—8 1

3
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X345
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Request for Quality Metrics Guidance for Industry Draft Guidance

FDAILQuality Metricsii&E1Z&Y,

EROEEZLZADLDEZZ(JVRAIOR—ANDER)
SHEBED)RIONKZVWEEFEL
1) e DE S 4 B R

2) iM% I%ﬁ@'d’él}:—)b@‘ﬂﬁ 7
3) iE%IZ ﬁ‘f%*%nn%L@UX7

4)BEAFLADE

BERUOMEE

5) Itz #%EE&FH&EEH J:U menf=m&In

6)TDT-FDADE

=>$|]1kll

%H—

HOlIIF N 42

%FE LTHE

B Fh 7 1B 0

CEDE

REWTRDIZATIT
A ZITPMDAIL
BEENBEIAMIZCEZBRADIVRAIOKREZT
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Request for Quality Metrics Guidance for Industry Draft Guidance

EXREIL
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FDAIZE &, T, RV AE DOFEFI(ZQuality

CulturelXEETHASAEZFAFLTLVS,

B2 IEFERZLDE A Quality CultureZzBIEL .

CNEBEZFZEMLTWAIEZEEL TS,

FDAIZOAU D =HOIZLL T D AN YO RFIRE
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CAPAQ AN BIENAZEFHEBETOSS
I\ [EQuality Culture® 58 H7FIEEEEHDTULNVS,

2)EDHIDE|ETEHDREREIIBHBZSA
TWLSh (BN &R DR AR R L E Y75 EE FlfE
DRZEIZED)

3) B EDAPRHBLIEIPORD—EREL T, HEERD
EEENE(RERME (CQAIZXITHIIERENH
HWNTEREDIE#MZEETE L= EOIMIZTDONTIIX
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