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FOREWORD

We are very pleased to introduce the latest edition of
the KFDA brochure on Korean National Biological
Reference Materials.

In response to the increased demand from the public
for safe biologics, in 2001 the KFDA initiated a
program to strengthen their quality and safety, which
has led in part to the establishment of national
standards for the certification of biological products
and of validated test methods for more rigorous
quality control.

As a result, the KFDA established 24 national
biological reference materials through collaborative
studies with pharmaceutical manufacturers. Newly
established national biological standards will be
added to the list next year.

The KFDA opened a new facility called the
Biological and Biotechnological Laboratory at 2003
in which the separate rooms for the safe storage of
national biological reference materials are dedicated.

These efforts, we believe, will greatly contribute to
our ability to supply safe and efficacious biologics to
consumers. We also anticipate that these effort will
enable us to contribute to improving the world’s
public health.

We will reform our regulatory systems continuously,
and improve our scientific expertise in the field of
biologics incessantly, in order to develop the
potential for the KFDA to become a world-
renowned National Regulatory Authority and
National Control Laboratory.

We welcome your comments and suggestions
concerning the future need for national standards.

5.

kH

Commissioner, KFDA
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Biologics Bureau

AIZO|OFZOINM K MIOojotEZ22 MEZ0|2tZ  The Biologics Bureau(BB) of the KFDA consists of
XU A2 O|OFEBIP|Ib NIZEHAIDF, HEO|2{ Nine divisions: Biologics Pc_)licy Di\_/ision, _B_io_logics
AUHAIDE SOMRIM I, HXstojorzZ . oxx Management Team, Bacterial Vaccines Division,
2D MEXR DS A D A2 X CHoj o Viral Vaccines Division, Blood Products Division,
=] S g o2 AMg 0 YSLICH Recomblna_nt_P_roducts DIVISI(_)n, Gene Thera_py
- ' Products Division, Cell and Tissue Engineering
Products Division and Biological In Vitro
DO OFE &t Al o ol = cho Diagnostic Division.
< i_" ; = ﬁotﬂ - ’EE _‘:X“_JHI ;f_:o I}'\HJ;::’ The BB is in charge of the evaluation of the quality
)il;xl J*_X“ ' _”T SPAPNEIN f” = f O‘:’_C’OO —and approval of biological products such as
7T§H Al 5,_58_4 s EFXj' N s 8=22%32 & vaccines, blood products, and biotechnology derived
28It 2 oIS Yot AsLIt products such as therapeutic proteins, cell therapy
products and gene therapy products, and related
diagnostics.
AlZO| O I
KOREA FOOD & DRUG ADMINISTRATION
|
qygolorE=
BIOLOGICS Bureau
|
1 1 1 1 1

YEXEF M Yoz a2 g Al &Lt HiOl2{ AU A1t & N KAl
BIOL. POLICY DIV. BIOL. MANAGEMENT TEAM || BACTERIAL VAC. DIV. VIRAL VAC. DIV BLOOD PROD. DIV.

« Approval of +¢ biologics GMP « Lot Release testing < Lot Release testing « Lot Release testing
Biologics enactment & « Providing the +¢ Providing the « Providing the
«¢ Establishment of revision scientific and scientific and scientific and
Biologics-related +¢ biologics technical support. technical support for technical support for
Policy postcensorship for GMP, GLP, GMP, GLP, GCP of GMP, GLP, GCP of
+ Control of +¢ biologics GCP of «+ Evaluation safety, + Evaluation safety,
Biologics information « Evaluation safety, efficacy and efficacy and
Headquarter s’ processing efficacy and quality of quality of
Responsibility ++ biologics quality of - Hepatitis A - Human serum
reexamination & - Diphteria toxoid, - Hepatitis B albumin
Revaluation - Pertussis Vaccine, - Influenza - Human Ig
- Tetanus toxoid, - Poliomyelitis - Human b.HOOd
coagulation factor
- Pneumacoccal - MMR Vil
Vaccire, - Varicella - Human blood
- Typhoid Vaccine, - Japariese coagulation factor
- Cholera Vaccine, encepnalitis IX
- BGCG Vaccine, - Rota virus - Human anti-
- Hib Vaccine, - Papiloma thrombin 111

etc - HFRS y etc
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Biologics Bureau

The BB reviews the specifications and test methods
and safety and efficacy, conducts lot release tests,
establishes national standards for biological products
and carries out related research programs for the
purpose of retaining and improving expertise in the
field of regulatory science for biologics.

NES =
RECOMBI. PROD.DIV.

|

FEXX 2 H 2
GENE TH.PROD.DIV.

I

HZEZ D atH H2 MEUSHAGZ ot
CELL & TISSUE PROD.DIV. BIOL.IVD.DIV.

« Lot Release testing
of Interferons

«¢ Providing the
scientific and
technical support. for
GMP, GLP, GCP of

« Evaluation safety,
efficacy and quality
of

-Interferons

- Insulin

- Somatropin

- Erythropoietin
- Cytokines

- Horrnones

- Mcnoclonal
antioodies , etc

«¢ Providing the
scientific and
technical support for
GMP, GLP, GCP ¢f

«» Evaluation safety,
efficacy and quality
of

-Viral vectors for Gene

Therapy Procucts

- Non-viral v ectors for
Gene Therapy
Products

-DNA vaccines

- Genetically modified
cells for Gene
Therapy, etc

«¢ Providing the
scientific and
technical suppor..

+ Quality
Assurance of
Biological Products

for GMP, GLP, +« Management of
GCP of Korea national
« Evaluation safety, biological referznce
efficacy and materials
quality of « Evaluation safety,
efficacy anci quality
- Cell therapy of
products
- Tissue engineering - Viral and Bacterial
products Diagnostic Products
-Xenotransplantation - Blood Diagnostic
Products Products
- Human cells, - Reccmbinant
Tissues , etc

Diagnostic Products
- Microarray Chip
- Cancer Marker, etc
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BIOLOGICAL
REFERENCE
MATERIALS

Biologics (biological products) are substances of
biological origin that cannot be completely defined
in physical and/or chemical terms alone, and that are
used in the prophylaxis, treatment or diagnosis of
human and certain animal diseases.

The accurate measurement of the potency of a
biological product can only be achieved by
comparing its activity with that of a reference
material through bioassay in a biologically relevant
system.

Reference materials are substances one or more of
which property values are sufficiently homogeneous
and well established to be used for the calibration of
an apparatus, the assessment of a measurement
method, or for the assignment of values to materials.

Biological reference materials are preparations of
biological substances (vaccines, hormones, blood
products, etc.) which have been portioned out into a
large number of ampoules or vials, suitable for
dispatch to user laboratories, and which have been
designated as standards with defined units of activity
by an appropriate authority.

International biological standards, which constitute
the primary standards, are established by the WHO,
primarily to enable the activity of a biological
preparation to be expressed in the same way,
generally in International Units, throughout the
world.

International standards of biological reference

materials are distributed free of charge to national
control authorities for the purpose of calibrating
national reference materials, which constitute the
secondary standards, so that the activities of such
preparations can be expressed in international or
other relevant units.
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ESTABLISHMENT &
MANAGEMENT
PROCESS

In 1998, the KFDA Regulation for the Management
of Standards (KFDA Directive No. 15) was prepared
for the purpose of the quality control of
pharmaceuticals, etc., based on Pharmaceutical
Enforcement Regulation. The first collaborative
study was performed for the purpose of establishing
national standards for biologics in Korea.

The projects for establishing new national biological
standards are proposed by each team of the
Biologics bureau. A candidate reference material is
selected on the basis of documents provided by the
manufacturer and on-site assessment. Assay
methods are selected among the existing validated
methods, and the manufacturer participates in the
collaborative study.

The relevant international standard is always
included in the collaborative study, for the purpose
of calibration and traceability. If such a standard
does not exist, another regional or national standard
IS used.

Code is assigned to the candidate reference material
and participating laboratories, in order to ensure the
unbiased statistical evaluation of the data.

The reports from each participant and the laboratory
of the relevant team of the BB are checked, and the
data are statistically analyzed by a qualified
biostatistician for their suitability, validity and
reliability. The potency, label, price, and instructions
for use are approved by the each division within the
KFDA.

Currently, the management of national biological
reference materials are carried out by biological In
Vitro diagnostic Division of the BB.

Maintenance —> Distribution

Establishment

[ Labeling & Instructions ] [Application for Distribution]

Project Proposal

Candidate Material

[ Pricing for Distribution ]

Collaborative Study

[ Approval for Distribution ]

[ Equipment Monitoring ]

Data Analysis & Report

Storage Stability ] [ Distribution ]




Distribution

The users who want to order biological reference
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MEoorE IIEES
KOREAN NATIONAL BIOLOGICAL REFERENCE MATERIALS 2008
it 593 £ nH HURE BIH()
CODE Name of Reference PURPOSE SPEC. STORAGE | COST(#)
AOERN (AR ] o IIA|S
Somatropin, SN 2.01 mg i
98/674 E) NE 932= HUMAN, rDNA | Potency assay | (monomer)/ampoule 70t 66,000
. AAE .
01/001 | D¥EEA Tetanus Toxin ST e 45.5 L+/vial -20C 88,000
JE Vaccine AANE 18,247 units/vial Hoptg
Qi = Ve =8 .
Pt ) sk (inactivated) Potency assay | (ientative) e Sold out
01/003 ﬂnI-Zal_ = alpha-2a, P 3,290,000 [U/vial -70C 86,000
HUMAN, rDNA | Potency assay
Goagulation -one-stage clotting
A . i
01/004 | E81 82% | Factor VIIIC ?otLrEy assay _:ﬁfg%dgzh‘:c"”‘"a' 20 66,000
BUETIEE assay : 6.7 IUNial
Bordetella o A8
02/005 | eusyuAl ertussis oo 112 units/vial -70°C 119,000
= 6accine Potency assay
LfEgHO[ZA Live Varicella ATAE 4.389+0.035 )
02/006 WA Vaccine Potency assay | log,, PFU/0.5 mL e ilLe
AT
- Potency assay 27,500 1U/vial,
02007 | WEiazEoprE | NOORD, | g | (1259 of -20C 190,000
Physicochemical Erythropoietin)
assay
Antithrombin ATAE ;
02/008 YEEU M Concentrate Potency assay 51.9 IUNial -20C 66,000
S c ANTEHN
c3 iy N Hepatitis Nucleic acid 4
03/009 | pvx L e 11,480 1U/ml 70C 114,000

tests
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KOREAN NATIONAL BIOLOGICAL REFERENCE MATERIALS 2008
L 53 gk 3 HURLr B
CODE Name of Reference PURPOSE SPEC. STORAGE | COST(wW)
03/010 | mowgs | Virus Surface | Antigen 88.76 1U/vial -20C 66,000
=0T Antigen content
Interferon 2N Y
03/011 | ga2 ASME | oynaos, Physicochemical | 00Ut 1.61 mg/mL 70°C 106,000
L EE N Prekallikrein AT ,
03/012 | guoim Redyto Potency assay | 62 UMl -20C 66,000
Diphtheria TN
031013 | Edoz T | Toxoid e 305 unitsivial 20°C 74,000

Bordetella PEINEE 122.2 BWDU/ml
06/016 | 4SS pertussis Detoxification 1.98 LPU/ml -4C 66,000
Vaccine test 3.20 HSU/ml
N . q'l A ‘6'
07/017 | omeop sy | Diphtheria ATiNE 1,530 L+/vial -20C 66,000
toxin Potency assay
CIE=or OtE Diphtheria ATAY .
07/018 =2 antitoxin Potency assay 198 U/vial -20C 66,000
SN
O anti-FHA Identification
07/019 JIEI?“ 323 (filamentous test anti-FHA -20°C 90,000
(anti-FHA) 2,
hemagglutinin) | (Ouchterlony
test)
SN
O anti-PT Identification
07/020 JIEI?“ Lt (pertussis test anti-PT -20C 90,000
(anti-PT) pert
toxoid) (Ouchterlony
test)




MSojolx R IFEX 1998
AIE o o] IIEEE
KOREAN NATIONAL BIOLOGICAL REFERENCE MATERIALS 2008
iC 9 £ £ 3 HE2L HH()
CODE Name of Reference PURPOSE SPEC. STORAGE | COST(#)
SINE
ol Identification . .
07/021 ("E?" B2Y | ontipertussis | test U, Ciladnk 20 90,000
anti-pertussis) (Ouchterlony anti-PRN, anti-FIM
test)
JE Vaccine AN .
EEEEER = Ve . : ,
07/022 | QE=aY T Potency assay | 2961 100PFUNal 70T 78,000
Hepatitis B
BEMIHOFA | surface NSH} 11.52~0.02 IU/ml
08/024 | EDIPAEZE antigen Performance each dilution -20C 66,000
al) working evaluation differently
standard
Byraoja | Hepatitis B Nt
08/025 | Epgw(zars | Surface Performance | See Insert 20T 190,000
=) antigen mixed \uati
= titer panel évaluation
Anti-Hepatitis O
A 2H
0802 | BE 48 MEH | B ATE 95.45 [Upvial 20T 66,000

Immunoglobuli
n

Potency assay
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PRECAUTIONS FOR USE

Many international and national biological standards
and reference reagents are derived from human or
animal tissues that might harbor potentially harmful
infectious agents.

Some preparations, which are of human origin have
been tested for evidence of markers of
contamination by the hepatitis B virus and human
immunodeficiency virus. Furthermore, many of the
reference materials have been subjected to the
procedures, such as heat treatment, that have been
considered to remove or inactivate such microbial
agents.

Nevertheless, all biological materials should be
treated as potentially infectious and appropriate
precautions should be taken for their use and
disposal.

All of the Korean biological reference materials and
listed in this brochure are only destined for use in
manufacturing, quality control tests of biological
products, laboratory diagnosis, or biological
research. The biological reference materials
supplied by the KFDA are not intended for use in
humans.

PRODUCT LIABILITY

The users of the biological reference materials listed
in this brochure have the responsibility to ensure that
they have the necessary technical skills to follow the
instructions for use appropriately.

The results obtained from these preparations are
likely to be dependent on the conditions in which
they are used.

The KFDA does not accept any liability for the
results obtained from these preparations, or any loss
or damage arising from the use of the preparations,
other than that caused by the negligence of the
KFDA, and for the quality of materils transferred to
the third party materials that are beyond the control
of the KFDA.
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