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RABER2Y ORBESIEEZ TIEE XD 7o/, 100 pl D k% PK/SDS 58
A —F R EER VBRI O DNA Y A La#, 7x/ —N/7un ki nikick
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B. IFE ik AW Bl BEFEMEX Y b & AV, PCR
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— IV REETRIEPL, AL ER
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100 7—NDAZY —= T OFRT L
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Thib t LBRETALEEIHORKER
PERRL 72 VVBE . 10° PCRunit/200 wt &L E
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ANNEX I: WHO International Biological Standards
On-going and Priority Setting of Projects

ICSH; List of Proposed International Reference Materials

Blood Cells in defined concentration and cell size as counting and sizing standards
Platelet counting standard

Reticulocytes

Various monoclonal antibodies for identification of lineage of abnormal leucocytes
Glucose-6-phosphate dehydrogenase and other red cell enzymes
Haemoglobinopathy markers

Intrinsic factor and intrinsic factor antibodies

Transcobalamins

Thrombopoietin

Transferrin monoclonal antibodies

ISBT: Areas of priority

Blood typing sera
Viral safety tests

ISTH: International Reference Materials to define biological activity Units

WHO should continue efforts to develop international biological reference standards to
apply in standardization for hemostasis and thrombosis in vitro assays. In general, the value
assigned to the reference material should be in relation to biological activity as opposed to
mass. Traceability should be ensured through well described methods and materials.

IFCC: Areas of work

Uniform definition of Biological Reference Materials in relation to medical needs
Reference Materials in preparation:

HCG Isoforms
Lp(a)

Myoglobin, Troponins
HbAlc

PSA

Homocystein, ATHI
Osteocalcin

TSH

T4/T3

FV Leiden DNA
Alkalin Phosphatase
CRP

STransf. Receptor



Diagnostics Report
08/10/00
page 11

CBER: List of proposals on International Biological Standards

CBER will continue to be involved in all the WHO projects related to the development
of viral safety markers applied in the virological safety testing of blood and blood products,
both serology and Nucleic Acid Amplification Technology. CBER is placing a high priority
to the development of reference materials on microbial agents which could be transmitted to
humans.

HCV: anti-c100-3, anti-c22, anti-c33, anti-NS5

HBsAg: adw, ayw

Anti-HBs: anti-adw, anti-ayw

Anti-HBc: anti-HBc¢, anti-HBe

HIV-1: p-24, anti-p24, anti-gp41, anti-gp120, anti-gp160

HIV-2: anti-p27, anti-gp36, anti-gp120, anti-gp160 (and p27 if possible)

HIV subtype Group M: anti-gp41, anti-gp120 (and anti-gp160 if possible)

HIV subtype Group O: anti-gp41, anti-gp120 (and anti-gp160 if possible)

HTLV: anti-p19 (gag), anti-p24(gag), anti-gp46(env) (and anti-gp21(env) if possible)

All NAT, coagulation and blood banking reference preparations under development
should continue as planned. CBER defers to CDRH for all othermarkers.

CDRH: List of proposals on International Reference Materials

CDRH strongly endorse WHO efforts in promoting the development of International
Standards, Reference Preparations and Reference Methods for Biological Standards. This
effort on the part of WHO will greatly compliment our programs that are emphasizing a
standards based review process whenever possible. In general CDRH concurs with the
statements and suggestions made by ISTH and other Hematology groups about a pressing
need for standards in the areas of general hematology, hemostasis, thrombosis and for factor
assays. Included in this would be d-dimers and Leiden Factor V.

In the area of tumor markers development of reference materials are encouraged for any
of the markers currently being used clinically such as CA15-3 and CA125. International
standards are also needed for FISH assays and immunohistochemical assays for molecular
markers such as HER2/neu and many of the other molecular oncology markers.

In vitro allergy testing is another area that would benefit from the development of
international standards. Materials for latex and some of the venoms would be particularly
interesting,

International reference materials for Lp(a), bone markers, telopeptides and anti
cardiolipins could also be considered.

Notified Bodies: International Reference Materials needed

HBsAg Reference Panel

HCYV Ag (core)

Anti-HCV genotype reference panel

Anti-HIV subtype reference panel

HCV-RNA, HBV-DNA, HIV-RNA (geno-, subtypes)
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National Insti  Health, J

Japan will continue to be involved in all the WHO projects related to the development of
viral safety markers applied to the virological safety testing of blood and blood products.



