—— IPFA 2°" ASIA WORKSHOP ON ——

Prasma QuUALITY

IPFA 29 Asia Workshop on
Plasma Quality and Supply

Role of QA person in Blood Establishments

Date: 2/3/2017
Speaker: Dr. Shun-Chung Pai
Email: david.tp@blood.org.tw
wﬁfi;;}{qfi II" I\

ite ational I sma
ctionation sociation

$ABM#MA Taipei Blood Center, TBSF



Outline

* The scope of the QA Job
* The tasks and roles of QA person (Practice examples)

* The challenges and benefits for QA person
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What is “Quality”?

e 2013 Blood and blood products added to WHO Model List of
Essential Medicines

. . (BICIS
The Principle of Quality Management (EP1C
PIC/S GMP Part |, 2015

The holder of a manufacturing authorization must ensure the
medicinal products

1. Fit for their intended use, comply with the requirements
of the Marketing Authorization.

2. Do not place patients at risk due to inadequate safety,
quality or efficacy.
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The Overall QA Function
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Organizational Framework to Ensure Safety and Quality of
blood products In Taiwan (Since 2001)

Policy Level
TBSF QA

Chief Executive officer

Blood Service
Taiwan Blood Headquarters

Services Foundation

|
QA Department (3)

_ Quality Policy
Systems & Standards
m SOP approved

SOP . Risk Assessment

|
Operation Depart.

Donor Questionnaires
Sufficient Blood Program
Plasma Fraction Program
Look Back Policy

|
Medical Affair Depart.

Donor selection criteria
Medical Consultancy
PBM

Haemovigilance

Mork Instruction\e

A

Working Level BC QA

Director
|

Blood Center
TP, SC, TC, TN, KS

|
QA Division (4 staff)

WI approved

Change Control

Validation

Component QC

Source Plasma Lot Release
Deviation Management
Internal Audit

GMP compliance

Quality Review

1
Technology Division

Testing Laboratory
Component Processing
Blood Unit Release
Distribution

Storage conditions
Environment Control
Record Retention

]
Medical Affair Division

Medical Representatives
Donor/Patient Safety
Donor Reentry

Tx. Reaction Investigation




Outline

* The tasks and roles of QA person (Practice examples)
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The tasks of QA person

* Manufacturing and testing processes validated (Ex.1)

* Equipment Validation/Calibration reports approved

 Documents completed and endorsed

e Deviations (CAPA) and changes approved (Ex.2)

* Internal audits carried out

* External Inspection and communicate with external auditors(Ex.3)

« Compliance with GMP and the specifications of source
plasma

(Ex.4)

e Quality performance (indicators) review
 Staff training for GMP concept
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Example 1: Critical material release and supplier audit

Example: Blood Pack

* Check items (document review):
* Registered medical device and passed ISO 13485 certificated

 Certification of analysis included: pH (5.0-6.0), Endotoxin
(<5.56EU/ml; USP), Sterilization test (No bac growth for 7 d.)

 Random sampling test (Outsource Lab; 3 Lot per year)
* Pack leakage test

Pass Criteria:
No leakage

Fill the pack W|th water Apply pressure (50 kpa/10 min)

* Endotoxin test (Chinese Pharmacopoeia, 61" )
e Sterilization test (no bac growth for 14 d.)
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Example 1: Critical material release and supplier audit

Example: Blood Pack
e Audit Date: (New purchasing contract) 16-18 August 2011

e Audit Location: Singapore plant

e Audit Reference/Standard: ISO 13458 ~ ISO 3826 and TBSF
supplier audit checklist

e Audit Recommendations:

The supplier should provide the transport temperature
record of blood bag from plant to customer, to ensure the

quality of the products.
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Stability study of blood bag after transportation to Taiwan

The route as below:
Plant -> External warehouse -> Singapore port -> Ocean journey from
Singapore to Taiwan -> Taiwan port -> Local warehouse
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Example 2: Non-Conformance Reporting System (NCR)

* TFDA inspection related deficiencies in 2011

In NCR system, there is no record to trace the disposal of
event-related blood components and the QA unit does not
verify the completeness and effectiveness of the corrective or
preventive actions for each case.

(Reference: PIC/S GMP Guide 1.4)
* QA action:

1. Revising NCR SOP to include QA final review and
effectiveness check.

2. Adding blood product disposal records
3. Setup check points for NCR record review
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Example 3: External inspection in Blood Establishments
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* Be routinely inspected every 3 years (since 2005)

* Inspection team Taivin FDA

* 3-4 GMP inspectors of Taiwan FDA and 4 External experts
(Medical Doctors & Technologist in the hospital blood bank)

Pre-inspection
A master file of BE and related documents are submitted

Conduct inspection
* Takes an average of 3-4 days

Post-inspection
* GMP inspection report

* BEs need to submit CAPAs and Inspection team assess the
CAPAs

* Re-inspection may be performed, if necessary

Close the inspection/ Extend the manufacturing license
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Example 3: External inspection in Blood Establishments

* Inspections always provide a great opportunity to interact with
inspectors to achieve better GMP-compliance

* BE QA cherish this opportunity to communicate and reach a
optimize standard that will meet the GMP criteria as well as the
needs of the Blood Establishment

2013 PIC/S Expert Circle Workshops in Taipei
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Example 4: Compliance with the specifications of source plasma

In our contract fraction program, there is a risk mitigations suggested by the
TGA to improve the safety of the plasma for fractionation.

TBSF only provide source plasma from 500cc. blood donation and Repeat
Donor

Problem: There is no guidance in the donor questionnaire to ensure that
first time donors do not donate 500cc.

== HIV Rate per 100 000 donors

te per 1 T 4500 =—ge—HIV Rate per 100 000 donors

(A) ~—g-— HCV Rate per 100 000 donors 4000 (B) —&— HCV Rate per 100 000 donors
400

1 V Rate per 100 000 donor:

= HBV Rate per 100 000 donors —

= 0 y —— 3 z =

2006 2007 2008 2009 2010 2011 2012 2013 2014

A trend analysis of the epidemiology data (A)First time donors (B) Repeat donors

After QA evaluation: We added the criteria for manufacturing source
plasma in our Blood Management System (BMS) : only repeat donor
can be selected as 500cc. blood donation for source plasma.



Blood donors and their contribution in 2016
Repeat Donors: Lower risk for TTI

No. of donors No. of donation units

N=1,010,144 4441 N=2,577,147 6272 119616
0.24% _ 4.64%

68962
_ 2.68%

323703
12.56%

113934

11.28%
231461

22.91%

2058594
79.88%

634597
62.82%

B Stopped donor M First-time donor First-time donor M Regular donor M Returning donor

Permanent deferrals 0 time before 2016 donated regularly >=2 times in 2015-16 0 time in 2015
1time in 2016 : i ' ime i
AR AN EAASTRRETE 0 tlm? befqre 2016 >1 times in 2016 >1 time in 2016
w AdtIEm L >=2 times in 2016 T
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Outline

* The challenges and benefits for QA person
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QA person’s challenge (I):
The Cultural Divide

_G'- 1 FORGOT T MENTION 114_5\
“ . ) - . . CUTURAL  GAP Vou HAVE To Leap J
e “Quality” is widely viewed lL

as a department more )

than a company-wide *__H/HP 3}‘ m L

responsibility

e “Quality is everyone’s

AR T, 234 '
responsibility tiale

+

i©hris Morgan 1995 exmedia.com

 To pervade all aspects of corporate activity
 Tolook at change in management programs that help
integrate quality performance
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QA person’s challenge (l1):

Multiple Standards are on the increase

* Multiple Standards
« Standards for Blood Banks and Transfusion Services, 30t , AABB

* Guide to the Preparation, Use and Quality Assurance of Blood
Components, 18", Council of Europe

* WHO guidelines on GMP in blood establishments

* PIC/S GMP guide

* Australia or Japan GMP guide (Contract fractionation agreement)
* |SO 9001, 14000, 151809.....

 Staying up-to-date with changing standards / Training
requirements

Harmonized GMP requirements (ex. PIC/S Expert Circle,
APEC Blood Supply Chain Policy Forum)
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Benefits of working in a QA Role

* Gain an in-depth understanding of how complex
organizations work.

* Variety of role through involvement in many different
projects, processes and blood establishments

* Travel able to see and experience many different
cultures

* Chance to make a difference/influence process
through auditing, training and consultancy

* Lots of freedom to set your own a schedule
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Conclusion

For the quality system to be effective, QA persons need to

* Monitor the system performance through real time data
analysis and scheduled audits

* Ensure the validation of procedures and supplies before
they are placed into use

* |Insist on realistic timescales for effective CAPA, in
particular, defining and addressing the root cause of human
errors

* Act as the bridge between the organization and external
auditors. It is also a good way to benchmark your
performance against other organizations
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The protection of public health and

of the patient is our common goal

Thanks for the attention




