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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

1.Failure of your quality unit to exercise Iits responsibility to ensure
the APl manufactured at your facility are in compliance with
CGMP.

Your firm performed retesting or manipulated data after obtaining
out-of-specification (OOS) or other unacceptable results. For
example, investigation 2016-C-023 stated that the system
suitability test (SST) was nonconforming and that “some data
were manipulated to meet SST specification” for the high-
performance liquid chromatography (HPLC) analysis of your raw
material (b)(4). You attributed the root cause to your firm’s “lack of
awareness of the seriousness” of CGMP deviations, and to an
“environment where test data could be easily manipulated.” Your
Investigation stated that you reanalyzed the crude sample and
concluded that it met the specification. You provided no further
details on the root causes and on the effect of using a system that

failed SST to test your raw material. o1



Kyowa Hakko Bio Co., Ltd. (iZ#1% 8/ \1+4)8/10/18
https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

Your response stated that no product in distribution was found to
be OOS, but you included no data to support this conclusion. Your
response is inadequate. You identified additional data integrity
Issues, but failed to provide details regarding the corrective
measures your firm has implemented. In response to this letter,
provide a thorough assessment of your overall system for
Investigating deviations, discrepancies, OOS results, complaints,
and other failures. In addition, provide a retrospective review of all
distributed lots within expiry to determine whether your firm
released lots not conforming to established specifications or
appropriate manufacturing standards. For more information about
handling failing, OOS, out-of-trend, or other unexpected results
and documentation of your investigations, see FDA’s guidance
document, Investigating Out-of-Specification (OOS) Test Results
for Pharmaceutical Production, at

https://www.fda.gov/downloads/drugs/guidances/ucm070287.pdf.,,
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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm

2. Fallure to exercise sufficient controls over
computerized systems to prevent unauthorized
access or changes to data, and failure to have
adeqguate controls to prevent omission of data.
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https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/ucm617419.htm
Data Integrity Remediation

Your quality system does not adequately ensure the accuracy and
Integrity of data to support the safety, effectiveness, and quality of
the drugs you manufacture. We acknowledge that you are using a
consultant to audit your operation and assist in meeting FDA
requirements. Each third-party consultant used by your firm must
be gualified for their specific assigned function, including data
Integrity remediation.
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CRM (Cockpit Resource Management)
[SrUREEEDRRLE —KBUENRETETE— 1 KBRS

CRMillfg Crasidnsds_é&  5IidCrew

1) %

RIE. FHYDARAR DL EPEST

CEEEVHLOTVEESZEDD
RLUNDEE (L, [AINCKDON=EEODLT

2) -

LEMLIVESR

3) #

&.\Of:t§‘~‘iz\§— Eﬂﬁ%i(~ Ll_ﬁ’

(. GEDDRIDZES U

ZAB

HLT=6Z N[22V T

202



[ R HE R O WK F
—REXLTGUVRITEITEN — ) SIRHAEBEE
SR TYMMEDIRITIEZRIZENADZDT. BH
LWWCE -6, BEATHLRULWHDBLIETET B,

I BIEENENLWOERS-CEITEDLELE
HWRLIRXZTHDT, B,
BIRDZEZIZEHEBLS

AR TEECTELNDEEESIEMLLER S5,
HELEYRYIZBHR5.
ZTDRMENKELEEEHS

203



[HEHRED)—F—=F] SFE F&
KREFENELYRS
AKr(EDODZHKBBE)NEERE, AhEDFIZEST-,

HDHFH. [ENEHIZH-THRUZEIT=ELHDIZ, 1=
NEMEHELLGEWL, CNTIEE,. GTADT-ODERLZOMN]E
EHoTLVD,
FEIZETEDAEIZ. EEDEHELELT. BEEIZBELAHON
[X. ;h’él'é&(fhli&fofaib\obfzuib\?f%’é%(u
HE) W EE  EDEINEED L. BEE ML ED=
N EBEDRBEFRFLI={FZVETL AL, L\’J:E»mt.a%b\('}'
DEZXFALCLT. LIILEEL-2 Dot EOMEBI=BIL
PDNDETHECAZFIFIEIMNGTEEL. BUEDRY%E
I_L’C(iLL\o HI=LOERIZHES>T=hinE > T, &#1=Y
ICSILEWCEZE, o= TRLELTES

204



TBEHBREZED)—45—F]1 SFE F&
ECAT CA  HIETHRFERE T HEET.EZFERICR
IEENHD COREDEIF/NEEELT. HATE
LTWASDTHAIN. BEZERTDREITIIARTIDED
HINEIZERLTWNADTH D, NET=bEWNSTETH
'H'JZ RENECOT=EEIZIE BIEPFD DT LHDELY,
RXHIMELDE, TRTINDNERTHS, EBOEGFIERE
@BEU’&R(LT‘%H’( LRKDFITHMNOTEIN=M., £
NEEINWTHEZFELAERITULV G -T2E0VD,

EOMTHET=BIE, HELIZEGTFD Z 0D ’L\’E'c"ﬂ‘&l,\f(i
LWy =Lt FE=. o =-6ICBHANHIZER IR SN T
BEEPLREODZND? ’L\(iéﬁf&L\’D%")’Cﬁ)é _JLTE
D EHITRYZ KT HEL., TAERIBLLWLW ETIEAGLY
AN

205



A@ﬁ’ém&bé_&b\ EmBERIIDE
IL;\ |l-—€4f*<

ORI 5 E. BA., EVDOIEAK
QEDHE - FI# D %Eﬁ%

DFEE S 2 [F R D 1 el TN Btfs D HEE
@OimEZ B < L?LCI/\Z?)E)I/\ iﬁ CLAJHEE O JE\ +- [z Rk

|||n|

206



ADRIEZE CHmEREL

(BREIZ kA G

BEMNEEEX TS

* * 2508 WA EMEERFICR A

”R BHJJZVJ"-'J %l:l Jl )

- % % 250fF AR D R XE(Z250FAEIEH I TL

TWNEEREEDOE)

"BEODRBEUNTER (BALDZF >THRAXEZR )

*x % -SOM

B| ZAc

4:I:"'"'

/-\;h/n_t%ﬁﬂil %JL‘

‘mgDTH, gllE>TLVD,

TIHENZAEREBETER (@BBEIIERRETELL)

FE SR THRERMII—EBLTWEDT

-IHIEZD N RERAHY .. EFEIEImgl=&H->TULV =,

207



EOITNILREMREZFHLETESD

837 (

Bz, B,

BR=R)

572 (+RE, RAI)

# PDCA Plan Do Check Action &EBHAUIL
# MBWA Management By Wandering Around

[{a] HVEE

S E RN

TiHROHMBREVLIZE

ES>TWVATIT TR I]IFIZA-T,

S22 W2 ITSRFIEES ? IFZ M T5,
#3H(ZEIE. IHT. ALSY),  5SH(+ILE., HELED)

ECPT LY

#1073/ 1BEEINERHOTHLIRYIES (FZSH)
BMEICKDMERI () >TYIZLKLSMERELE

B FEYLEL (5

ZY L THRENESENGEES)

HORIDmEFREZ—D2VEDBRIRT H5-1TEIT S
8= ANVDEYDRENTHYHBRISORE. S DER,



S T B, HEEIZITOS
AlEZFAHIKY FEERMXEK

SR = ZAA X BB X BEJ]

—HBREDIEEFRT
/\T‘Ew__iﬁ HRmzxEIL=L v
— ’\7“"150)&—& ﬁiﬁ’éﬂ'%;t

“HHITERE
FFEEPEZMAIFE- TWVANERSE.
TDADEATEADHINS

REAEZZAANELL BENHNIEXUPLTLK,

TNEFESITEESNT=T,

209



JALB A XK

TT’)T’;t(j:Z’D
XD R ZBH1E

- E DR FR/AERZT-LTWLSHNAHEA
PERNBESAIDIZINAMINS
BEEILFEZFZ LT TSN ESH

- E/BFEIREDBZREEAD

210



e TLIANFRIZIELI-EE

FACEICEH>TETDFTEEZHATESE S
= BRDECICEARTRENDOIM DI BLIELY
HIJ.ILEE(TZI—T«M'JI L)
» FELDEMSFRMNEN
> %JulfhfifgéutjénﬁﬂﬂLT‘(T%%E’EK?ﬁ‘é@?ﬁ‘OT:
« BHINEE
: BDFEDTEE, TOBEL18kegDT7IA—T 14 UEHFES

l
» BEKICEZGNEE>TWVRALEHDET
: WBBRICTA—TAA VT BEZSBMNLADT
» DEFRSTHERNAFZATREFENNYE L L >FHLUVERER

s ZDOEEMS (BR)
e ENTZITERITIRELTLNVSD,
e BFBlEREZENTZITMTTLNSD,

211



Spirituald S (FE#/E 1R - Big - Fig-FR)
1. AOESE— (949005 UVTREBRIEE)

B o D+

=87

DPEAENFATHWTEEENMEETHNIX
ANEI[CEKRZRHE T DO TIEEL,
ANENBRIZRIOTHKS
>ZITENMEZRY =T
2. 57 ANZEITAHAEDERBIILENGT
3. f5ME. T AN B DHIBTAEIRN S

ENTZITZLDAR
TN TSHIEIC

BLWRmZEEY =L\,

_T=0Lyhy,

212



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.

nn,é:jz'ﬂ:;

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)
213



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) AVFEEE

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

* Invalidated Out-of-Specification (OOS) Rate (IOOSR)
H AT B & X TE (S ER TOEEBASNE M 21=00S D
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Quality Culture- The What

» Quality culture starts with leadership (') —4% —<
VI FoTREXEAIRESD) that understands
that human behavior and motivations are
critical to meeting ongoing quality
requirements (ADITEIEBIEEN MEBE EREZRL
9 4o —), and naturally emphasizes continuous
Improvement of processes.

($kr 9570 XANHE)

Defined as the shared beliefs, values, attitudes,
and behavior patterns that characterize the
members of an organization. 216




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

= =

)

217



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)

218



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 —2ICEEZFH>THAULI|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 B ND&EENEET-9

-

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”

BMELTIEZERT-bDOMEBELTEREIRIZES
» Always Provide a Thorough Review HEI[ZLE1—%
« Make Sure All the Pieces Fit £ TR

« Look for Gaps Xy THET

» Ask Questions B9 5 (GEEERH)

221




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

TR KPRICEN THBTRINZ, 5FlEEHE
@%*ﬁﬁ§$g7&~ mnnﬁ@%nn’&ﬁﬁx iz
T AHARIERF IDEEEHE

—

Quality Culture N EERk S LI,

EE BEE AT RET—F GE

DA NEERBT 5o

Quality Metrics (B 1ERR) = E XM bIRHESE S
ET.EEDEEMELIRIETES,
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Request for Quality Metrics Guidance for Industry Draft Guidance
FDAIXQuality MetricsZa&EIZ&Y.,
BEEDHEZEZSEBAZ(JRAIR—ADEE)
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Request for Quality Metrics Guidance for Industry Draft Guidance
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