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About this Presentation
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Introduction {&j 4}

Who is your speaker?

T OF A e YE?

George Bernstein, Ph.D.
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Who is George Bernstein?

Principal with Double Dragon Consulting (Asia)
PRSI DI AIE A
Ph.D. in Chemical Engineering
e TR
20+ years of Pharma experience
2o%$%ﬁi ST D 252 56
Wide range of experience:
LN A T2 2
Quiality Systems Development, Audits, Documentation, Investigations
FERRIRE, #Hih. OB, A
Remediation #£{
Validation % iiF
Project/Program Management Jiji H / F2 /7% 2
Facility Construction and Commissioning % il 2t 1 AT 1 ik
Root Cause Analysis H3 4 Ji K3 #

Business Process Re-engineering M 45 3 F2 Ff it T2

Our website FATTHI M iE: www.doubledragonconsulting.com
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Warm-up Exercises

B R

Root Cause Analysis

ARSI 0 A




Hydraulic Fluid

YR 1]

This is an actual event that involves:
Xe— PN EEG, WA
Automatic Elevator Co. of Durham
RN E s R PR ]
Duke University Hospital System (DUHS)
M KFBEBE RS (DUHS)
Cardinal Health i AR AR

DUHS Staff DUHS i1 T
3,650 Patients 3,650 A\
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Automatic Elevator

H 3)) B B

Hired by DUHS in September 2004 to repair an elevator
200459 H 5 Jit T DUHSYEAS — 3 FL A0

Repair required replacement of hydraulic fluid

YEAS T B R s il

Mechanics found empty buckets and used them to hold the used
hydraulic fluid

HEAE T ORI AR, I e ATARORAE B A 0 s vl
The buckets used to contain detergent used by DUHS to clean
surgical instruments

IXLE /KA J2 DUHS I AR H] T8 Tl T AR A D 771
Buckets now containing used hydraulic fluid were left by
Automatic Elevator at the hospital

B H 2l A AT PR 2 W] JE ARl A R Vs vl P 7R B A = B
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Cardinal Health

o R4

Buckets of hydraulic fluid were found and returned to DUHS
central stores

VB YW AR A i I 1% i B DUHS 1 A

From central stores the hydraulic fluid was returned to
Cardinal Health’s distribution warehouse

VOV DA R S TR (0] 381 ek S 5 P TS 6
Cardinal Health later distributed the hydraulic fluid to two of
DUHS regional hospitals — Durham Regional Hospital and
Duke Health Raleigh Hospital

R S At R B e R R ik 20 C 2 21 DUHS X e [ -1k )
OB 1 X B e AT T ik e 25 R B
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DUHS Staff

DUHS i T

The hydraulic fluid was used by hospital staff to wash surgical
instruments, prior to sterilization

B 56 TAE N B FH s 3T Kbl s DB T AR 2 B

The hydraulic fluid was used for a period of 2 months

WU A ik 2 HZ A

‘l
- ‘
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DUHS Staff

DUHS i T

The hydraulic fluid occasionally left the instruments feeling
slightly oily
WU A 2R AR TR A i B B e k) et
"It is not uncommon for instruments to feel slick, as a
lubricant is added during the normal cleaning process
to prevent rust and ensure the instruments work
smoothly during surgery.”
IO T RSSO AR, DA E IR TR DU R 2 I 77K B
1A S DRUE AR T AR A TARIOR] .
Approximately 3,650 patients were affected.

KZI13,650 M0 N 32 21 520
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The Question

) &l

Whose fault was it?

X R i 2
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Whose Fault was It?

e YE B I 5 ?

Automatic Elevator? H s H

g
=t
oQ%H\

Cardinal Health? =it A4 e
DUHS staff? DUHS 73 1.2

Surgical nurses? F AR 17
Surgeons? ZhEHEE A 2

&
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Whose Fault was It?

X e WE ) I ?

Everyone is responsible

R NEH 3T
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The Men’s Room

55 o Fr
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The Men’s Room

55 o Fr

What's wrong?
) 0L R L 7
Can we improve on this situation?

AT e G MR DL 7
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The Men’s Room

55 o Fr
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The Men’s Room

55 o Fr

Communication is critical in the pharmaceutical
business
TEBE AT, VAT 2 <

— It must be clear 43 45 4

— It must be complete V4 i W45 52 3%

It must be written down

A GIRIA R aE AP,
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Deviations
CAPA, Root Cause

I 2=
A E M TRES fE e . AR AR A




Definitions

7E X

Deviation =
Results when a written procedure is not followed or an unexpected result is obtained
BT IG5 TR ) 45 R BERAT R ) AN B 45 2R
Any deviation must be recorded and product impact evaluated and justified

AR 22 1S 00 A 3 K VP A R T 6T 77 st 1) 5 W

Root Cause 1R 4 JR A

In terms of cause and effect, Root Cause is the fundamental reason(s) for the failure of a procedure
which, when resolved, prevents a recurrence of the problem.

SRR TS, RS R PR — MR Y A R AR AR S R, ke S vl LA 1 i) il o 5 A

For a particular product problem, Root Cause is the factor(s) that, when you fix it, the problem goes
away and doesn’t come back.

X5 B e e, RAJR DR R, BIRAIE A, R HANE R

Data collection and analysis are usually necessary to determine the root cause, and therefore guide
decisions about the corrective and preventive actions needed for improvement.
%ﬁii‘&&%%ﬂﬁ%ﬁ@ﬁ%%%%, CABH € ) AR YR, I HLg |- A0 A 3 c5oadt B9 M e 1B 4t )
RIE -

CAPA 24 IEFI TR B +& e

Corrective Action(s) — action(s) taken to correct or fix a failed procedure
A IEFR Tt — 21 1 B8 52 R MORE e (R 4 Tt
Preventive Action(s) — action(s) taken to prevent similar issues from occurring in the future
TR HE Jh — FH 3 1007 4 K A2 2R AL I w8t 1) it
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Deviations

(CES

Must be documented
WL 3
Must be investigated
W A

to identify root cause K H A 5]

to assess product impact KPPAL X 7= i ) 52 1
Investigations must be completed in a timely
manner (usually within 30 days of occurrence)
PN S 5E R GRS R A JG30 RN
Must be closed before a batch can be released
WAL R AT LLJBA T R K ]

1 DoubleDragon
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Question

7] &l

Are deviations:
(s 22 72 -
A GMP compliance requirement?
GMPHE L ZER ?
A part of a continuous improvement process?
PR ) 2
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Root Cause

MR 5 A

Root Cause Categorles include:

MRA R R

iy

RETE:

Materials 74k}

Manpower A i1

Machine | Equipment ML/ 1 7%
Environment 2155
Management & B!

Methods /7%

Management system ‘& Bl /& &

23
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Root Cause

MR 5 A

What is the root cause of the hydraulic fluid
mishap7

1272 VR s T SR AR A iR A 7

Hint: the root cause is not always training

fern: RAIRIAMAZ B

llm
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Hydraulic Fluid Root Cause

VR H A AR A

Management
{=gLi
Inadequate supervision of outside contractors

X S vl AR R T B A 24
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CAPA 2 1E R0 ¥ B 45 itk

In order to identify an effective CAPA, the deviation
investigator must have:

N T 6 B R TR A6 it 22 i A 20
2%
Good investigator skills K 4F 110 A5 H7 B

Good documentation/reporting skills [ 4 Ffic 6 /41 25 352 fie

Good working relationship with production workers in order to identify, fix,
and prevent reoccurrence

AP T AR REFHIR R, Bkt BRIFmB st 2k A4
Reduce product risk
B2 AT il XU
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Motivation B ¥l

Why CAPA?
A B T AN TS 4 2
Quality risk management (see ICH Qz10)

)D"i@ﬂﬁ"”’“f% (ZZ1CHQ10)
Cost

JRAS
Re uIatoryActlons

/HM

(see www.FDA.qov for examples)
(B 11522 www.FDA.gov )
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About Us

KT IRA]

What We Do
BATE WA A

Detalls
M

How We Do
Business
BAVEREH
JE b 55

We provide a diverse range of consulting services
to Life Sciences companies in Asia.

ERIMAEEREY/E S = /N E WL R E R AR )i 6

DDC incorporated in 2010 Ji{37.F 2010
2 offices Fﬂp/l\ﬁ;fiﬂ\

Shanghai, PRC FE i

RTP, NC, US 1 Je-R 2 kg
Sister company MAI Consulting incorporated in
1992 ﬁﬂﬁﬂ%/l;\%MA|b§i@}ﬁj 1992%F

We fill our client’s needs ¥ A& %% /7 177 5K

We provide consultants from our network to meet
that need &1L H HH WA 1 DL A2 75 5K
We charge reasonable rates S & PR 3% H]

We are flexible A LLR 75 %
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What Services does DDC Offer?
X&) ] Pt B rE R RS 7

Quality / Compliance Ji&/&#
Procedures, Processes, Documentation, Inspection preparation, Remediation
PR TfE. OB, AR, 4k

Training 35I|
Aseptic Operations including Gowning Qualification, Environmental

Monitoring, Investigations, Root Cause Analysis, CAPAs, Change Control,
Internal Audits

TR EARGHAIE. SR A RARRE . 4 IEFT
it AR N EEE R
Regulatory ¥
ANDA Submissions 24 fj i H G 5 (ANDA) $£42303030
CMC Development 5%, fliE A (CMC) H) & fg
Analytical Method Validation 43-#7 /7 1 A 56 IF

Engineering/Maintenance TT8/4:&
Class A/B Cleanroom Design A/BZ i)y = i it

0 DoubleDragon
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How Do We Differ From Other Consulting
Companies?

FR AN 2R AL A 5 1 23 5] 5 e AN JA] 2
COST fiA

The consulting | consultant relationship

S NP R4S PN A P
Low overhead business model 1% sk As 7 My AR =

Exclusively use independent subcontractors

GUEERRVALS i PNA

Maintain small office staff ZfEHk ] 2 21484
Strategic alliances i1 K %

Expand service offerings 4§ KAk %570 [E

Provide single interface to client $#&ft—uiz\U k55
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Why DDC?

N A TEFEX I ) ?

TALENT
ANA

DDC
XI5 ]

We provide the same consultants
at a lower cost compared to “big
name” consulting companies.
FATTENBAR AT, S AR A 5 f)
ZANEI R S QIR SR NI )
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Big Consulting
Company

KK M)A

Independent
Consultants
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Our Clients

BT

CibaVision i

Novartis Pharma 15452
Novartis Vaccines and
Diagnostics

Ui BERTZ I

sanofi pasteur

FE0h IE ETRF

Bayer Biologicals FEH-4:4)
Cardinal Health 1 A8 R
WHP

Stiefel JiZs &

Forest Research Institute

A JTHRERIE 5 H L

33
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F. Hoffmann LaRoche

K

URL Pharma
URLIZy

Merck ERVD AR
Medimmune ] &8 51~/ A
Hospira

West Pharmaceuticals
iR IS IS

Luitpold

Teva

Marianna

Sandoz &+
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How We Do Business

NV 5505 30

FLEXIBILITY
Rib

DDC will:
BATIAT EA:
Work with you directly
HIEHEEE
Will partner with in-country consultants as a team member, to
supplement their expertise, or to review their work

HE N &R~ wNGELE, RO i B ARA T TAERE ) A
Will work remotely via Internet or in-country
fEEAN CHIERM D Bli= A eIt TAF

Work on an hourly or retainer basis
F2 /MK BRI W B
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In Summary

SE

Regarding CAPA, remember:
S TCAPA, HHOE:

Retraining isn't always the preventlve action
B YIAS L K I () TR 4

To set realistic goals and timelines forimplementation

A SE B NLAT A S BRI H AR AN [H]

To implement promised corrective/preventive actions

AT TR A 2M 1 T £ T

CAPA is a part of the continuous
Improvement process

CAPA S B 35 R I 359>

DoubleDragon
35 EABe
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Resources

»

ISO 9004 "Quality Management Systems — Guidelines for
Performance Improvement”

1ISOgo04 ()i & BEAA R - MERESETI R

ICH Qg "Quality Risk Management”

ICHQg i S & HE )

ICH Qa0 "Pharmaceutical Quality System”

ICHQ1o0 (A TiEARR)
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Questions?

) &L ?

DoubleDragon
W &1
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The Final Word...

B ...

For additional information:

FIE PSSR ASiiF
George Bernstein
it A0 B IH
(gbernstein@doubledragonconsulting.com)
www.doubledragonconsulting.com
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