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WIHO

Estanlished!in 19418
United Natiens Agency. for healith
192 Viember States

Annual World IHealtih Assemialy,
Executive Committee




WIHO! Biolegicals

Guidance for the safety, quality:and consISteney
off biclegicals

x \/accines, hlooadl & hleod products, hietechnology.
products

Global standardisation activities

x “develop, establishiand promote: international
standards withi respect te) Biolegical products?

WHO! Biolegicals: tnit

Expert Committee on Bielogicall Standardization
(E€=5)

Internationall Lakoratories for Biological
Standaras




WHO Structure

UN

WHO

/@orld Health Assembb\

Executive Committee

Immunization, Vaccines & Biologicals

Quality Assurance & Safety of Biologicals (QSB)

ECBS + International Laboratories




Work of the WIHO! Biolegicals; Unit

League off Natiens
s IS for diphtherna antitexin
x lnsulin

United Nations

x 1948 -\WHO

s 1950s/ — polie’ Vaccines

m 1960s — EFactoer VIl

x 1970s — Hepatitis B Vaceines
s 1980s — rDNA products

s 1990s — HIV (bloed and bloed preducts,
andi vaccine development)




IHow: the WHO! Bielogicals Unit EUnctions

Authoritatve:r collanorative stuaies te
develep data for the establishment: of
International Standards (1Ss) and
Reference Reagents (RRS)

Consensus-pbullding on the selection of 1SS
and Guidance decuments

Suppert tor Memler States, especially.
developing counties, Puit Net exclusively
(ex. Influenza vaceine compesition)




WHO Standards

International collaboerative studies
Datia, rieview: by experts

Establishment of 1SS/ and RRs by ECES
ISs and RRSs become official when the

iepoert ofi the ECBS Is aceepted by the
WHO Executive Committee and \World
IHealth Assemidly/




WHO Guidance Documents

Intermational Reguirements

1998 Independent Review: ofi the
Biclegicals Unit

x Reguirements > Guidelines

Comments andf recommendations; for
manufacturers and NRAS

s Coordimation activities
Collaberative studies
Consensus oni international’ regulatery: ISSUes




WIHO: SUmmary.

Managing the IS andiRR pregramimes
Developing guidance documents

Suppert for Memiber States




|ABS

Founded In 1955
Branch o IUMS
—~A50rmemBErs In 50 COURtHes

Orginal fecus Was: en Impreving; guality
and comparanility off data related te

AUman and veternnany: bielogical products

Provides aniinternational foxum; fior
sclentific disclissiens andi the: development
of a consensus In order to resolve Issues

In official relations with WHO and Works
closely: with the' Bielogicals Unit




|ABs Board of Directors (selected)

Regulatery agencies for human Bieloegicals
a BGID (Canada)

a PEI (Germany)

x NIHS (Japan)

= NIBSC (UK)

Industry leaders

s Sereno (Switzerland)

s Centocor (USA)

SEenior academicians

= NIAID/NIH (USA)

a University: off Califernia
Permanent AAVISors

s WHO — Head of the Biologicals Unit

Consultants te the Board
m CBER — Director
m NIBSC - Director




|ABS, Work

Scientific conferences

PUBlICALIGRS
n Developmentsin Bio/ogleals (SErEesS, of

conference proceedings)
s Bio/ogical/s (Jeurnal)
x Newsletter
n \Wehsite (




|BAS Organization

EBeneraI Assembl)a
|

ﬁBoard of Director%

Officers ] [Conference Committees] [ Executive Committee ] [ Other Committees

—[ Veterinary Biologicals

—[ Human Blood

—[ Human Vaccines

—Human Therapeutic BioIogicaI%




|ABs Conferences

Complimentany ter WIHO and INRAS

Collaboeration Withr WIHO, NRAS;, and other
govemment agencies

a Cellfsulstrates asian examiple




Cell Substrates for Manufacture of
Biclegical Proauicts

1954
= Hel a for live adenovirus Vaccine

1960S
» Human! dipleid cells for viral Vaceines

19805

s [Umorigenic animal (CHO) anad human: (Namalwa) cells
for FIDNA' therapeutics

a Continuoeus celllines (\Vero) for Vaccines

1990s & 20005s

x Human andfanimal tumor cell' lines (Hela, BHK-21,
C1271) for Vaccines




Cell Substrates for Manufacture of

Biclegical Preducts

HUMEREDIRIeIERCElISNISIDES) e ViaIaACCINES

Major ISSUEsS

= Human encogenic agent might be present that s
Undetectanle by available tests

s Potential for transmitting the: theoretical agent to
recipients off vaccines preduced in HDCs

RESPONSE

x Numerous IABs Cell Culture Committee meetings and
generation ol data (=10 years)

s Clinicall studies, to evaluate safiety.

s Approval ofi virall vaceines such as polio 1n Europe
a Development off additionall HDCs and one RADC
a Eventual appreval off HDC vaceines inf USA




Celll Substrates for Manufacture: of

Biolegical Preducts

CoRunUBLUSICElNNRES (CEIES)

Major ISSUes

= Oncogenic agent might e present that Is; undetectanle
Py available tests

a Cellular DNA ' might have an 6ncegenic petential

s Possibility of transmitting a theoreticall oncogenic agent
O oncegenic DNA ter recipients of products made: in
CCLs

[RESPONSE
x Numerous IABS cosponsored conferences

s Data develeped to support safety
Viral clearance
Limit on cell DNA

s Approvall off products manufactured in seme CCLs
throught the world




Vaccine Cell Substrates - 2004

Limitations, en cell supstrate choice
continued te e an Impediment e, Vaceine
development — especially: HiV

Some: scientific Issues wWere' unresolved

Develepment ofi a consensus and
recommendations were needed: inr erdeyr to
move fonwvarad




Vaccine Cell Substrates - 2004

CONEERENCE TORICS

Viral agent test metheds

Level eff assurance previded by current
tests

Bovine anae percine Virlses
Novel vaccine' cell substrates




Historical Highlites

NIH/EDA

DINA, vikuses, anad
transiorming
Proteins

1090 DINA/CGSE

WHO! Study’ Greup

DINA, Viruses, and
iransiorming preteins
100pgl DINAY/GEGSE

WHO'ECBS

107G DINAY/CGESE

EDA, NIH; WHO;
|ABS

DNA risk Issues
unresolved




\/accine Cell Substrates - 2004

DNA Risk Assessment

Animal studies; Including) 8=year neRnuman
primate stuady: withr =24 DNA" (Iras 6ncogene)

ESTImates off an' Gnecegenic event calculated by,
5 groups hetween 1986 ana 1999) hased on
theoretical asstimptions: 1 in 10# te 102

IHUMan experence
s Adenoevirus vaceine produced in Hela cells

5 Humanitumor cell ineculations
s Bleod: Transfusion / Leukemia




\/accine Cell Substrates - 2004

PDINASRISKSRESEANCH Gaps ldeniiiied
Moere: sensitive aninaliimodels
Positive controls e animal studies
Better understanding of the iImpact of

DINA size, guantity (dose respense),
feute of administration (oral, SC, I\ 1]
M), anal cenfiguration: (linear, circular,
chremating

Validation off DNA Inactivation methods




\/accine Cell Substrates - 2004

DNA Consensus Recommendations

The ene theoretical rhsk that may: e SPEcIfic 1o
the DNA ol €CLS IS the: potential for a
deminant, activated celluiar encegene: to e
transmitted in a hielegical product and then te
calse a tumer In: recipients; eff that product.

The risk of residual’ cellf supstrate DINA can e
reduced ternegligiblerlevelsiwhen: a DINA-
Inactivating methed er a nucleic acid
fragmentatien method IS Used In the
ManufiacCturng Precess, and data are availalle
1o validate these methods, and to demonstrate
the consistency of the manufacturing Process.




\/accine Cell Substrates - 2004

PINANCERSERSUSI RECOMMERCAGRSH(ECOREE)

WIHO shiould estanlisi a Werking group te
recommend studies designed: te; answer
SPECIfIc guestions relatingl te; theoretical
fisks associated withrresiduall cellular DINA:
SUchi studies should be supperted by,
apprepriate government agencies:




\/accine Cell Substrates - 2004

DINASSTUEYARECOMIMENCELIGIS

Platfern stucies toradaress the: rsk: of
encegensis Yy residuall celiular DNA IR
apprepriate models; Icluding the' use: of
elevant pesitive: contrels

[DOSE-Iesponse Studies te determine the
elanienship o DNA dese te hiolegical activity,

Studies te determine Whether there s Iess; risk
frony DNA derved fromnen-tumergenic
continuoeus cell lines than frem those that are
tumerigenic




\/accine Cell Substrates - 2004

PINASSHUEYARECOMIMENEENORS(Coni-d)

Risk reduction strategy studies to
determine the Impact of reducing the
Size off DNAfiragments te) vVarous, Ienguis,

and te assess the effect, I any, ofi the
configuratuion of the DNA N (naked DNA;,
chromatin DNA, ete.) on risk.




\/accine Cell Substrates - 2004

PINASSTUEY RECOMIMEREaGRS((ConREaE)

Agreement amoengl major regulatery agencies
and"WIHO shouldihe: reached on levels of
cellular DNA that can be considered risk-free.

WHOr could facilitate reaching 2 consensts on
thiS peint and Sheuld e encouaged 1o derso
Py Undertaking a review: of the DINAISsUe; as
Was dene hy the 1986 Study: Greup and the
1994°ECES, When sulficient new: data heceme
availanle: ter walrant stuchl a meeting.




Status, off DNAT Consensus Recommendations

WHO hasi agreead to coordinate: reselution
of the: DNA'issue

WIHO! discussien Withr advisery greups
asi eceured and a proposal will e
presented te the 2004 ECBS

[T ECBS approves, aWorking: Group will

pe establishedl to agree on details of
stuidies that are: needed, and e WhIch
eliganizatiens might e hest equippead tio
conduct them

Consideration may: e given: oy some
government agencies: tor provide: financial
support for some of the studies




Summary.

Long| and preductive: RISteRy. of
collalkerauoen; between WiHOrana TABS

EUture activities
s Reselution off remaining cell sulstrate 1ISsues
s Eollowup in other areas

Cell'and gene therapy.

Comparability
s Manufacturing changes
m “Generic” bielogicals
Safety.

a Antibedies 1o recombinant proteins
s Emerging bleed boerne diseases




The Future of 1ABs

Continue te provide assistance: to WHO
and regulatery: autherties

Expand membership andipartcipation in
ASla and SeutirAmerica

Work with other prefessionall erganizatiens
sUichras the Japanese Seciety: of BiologIcs
and JAACT te identiiy/ Isstes; that could
PEenetit firon diSCUSSIoN N a ScIentific
conference




Thank You!

BDig Feleio) Fle/el iz
P lerurKavwaRisiil
Japanese BIoleogics EoUIm

Japanese SeCIely o BIeIogIcs




