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Preface

The National Institute for Biological Standards and
Control (NIBSC) s managed by the Mational
Biological Standards Board (NBSB - The Board).
NEBSB operatss as a MNon-Departmentat Public Body
of the UK Department of Mealth and was established
as a body carporate by the Biological Standards Act
1975, The Board's funchions are set ous in Statutory
Instrument {1978} o, #17 (The NBSB [Functions}
Cirdert, The Board fulfils these functions through its
management of MIBSC

This Cerporate Plan sets out the [nstitute’s aims,
functions and strategy. MIBSC s work is set in the
context of public health and the Institute’s role as 2
pational resource with the capability t respond o
major public health issues 5 cutlined. The Plan also
indicates the criteria used in the selection of project
and programme pricrities, and gives a projection of
the expected priovities over the next 3 vears. Finally,
the Plan outines key features of programune
implementation, including the Institute’s
multidiscipiinary siructure and approach, resowrce
allocation, the development of quality systems and
ncome generation.
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1 Purpose and Functions

1.1 PURPOSE

The purpose of NIBSC is to safeguard and
enhance public health through the
standardisation and control of bivlogicals
wsed in medicine.

NIBS s multidisciplinary approach and depth
af scantific expertise place it by & unigue
position within the UK to fulfil this purpose.

1.2 THE NATURE OF BIOLOGICALS

Biologicals are substances used in the
prevention, treatment or diagrosis of human
disease that cannot be adequately defined using
chermical anafysis alone, arad thus reguire
biological testing for their characterisation and
quality assurance. I general, biclogicals are
derived from cells ar animal dssues and are {in
mdecular terms) highly complex. They require
apecial quality cordral provedures because of
the bislogical nature {and infrinsic variability}
of the starting materials and of manufacturing
procedures. Some of the most complex
hiplogical medicines are living entities, such as
the bacteria and viruses used as Hve attenuated
vaccires. Many biological medicings are now
prepared by recambinant DNA technology,

Because biological substances cannat be
characterised chemically, their blologicsl
activiey and thus peteney has to be measured
against that of a known standard of the same
substance. The preparation and use of
Biclogical Standands is fundamental to NIBSC's
work, Wellcharacterised preparations of
biclogical substances are used as actual
physical standards against which to comparse
the properties of manufactured products. The
authoritative, global reference raterials for the
majority of biological medicines are the
Intermational Standards produced at NIBSC on
behalf of the World Health Organization
(WHO.

1.3 FUNCTIONS

NIBSC has the following functions:

& To control the purity and potency, and by
implication the associated safety and
efficacy, of biological substances used in
preventative, therapeutic and diagnosis
medicine and marketed or produced in the
UK and othey EU Member States by
advising Heensing authorities on scientific
agpects of the licensing process and on the
results of control tests,

® Ty prepare, test and make available
nationally and internationatly bislogical
stanndards appropriate for the development
and testing of biclogicals used in medicine,
by operating as § Warld Health
Chrganigation (WHO) International
Labaratory for Biclegical Standardisation,

@ Yo assist the efficiency and effectiveness of

the licensing and control process, and to
tprove the quality of medicines availabde,
by advising the pharmaceutical industry on
the development, standardisation and
quadity control of biolegicals,

2 To develop strategies for the standardisation

and control of novel medicinal substances,

such as those derived from recombinant

DA technology and ether new biological

methodologies.

To develop improved technigues for

standardisation and control through an

active programme of research and
development.

& To pravide scientific advice of the highest
quality to the Department of Health and it
associated bodies on all issues relating to
hivlogicals used in medicine.

& To maintain the scientific/technical
standards of vonirol of biologicals available
in the LK in the centext of Buropean
Heensing and control systems, by advising
on specifications for manwlacture and
testing.

8 T stimulate the exchange of information on
the standardisation and control of
Biologicals used in medicine within the UK,
and internabionally through the WHO and
pther srgandsations including the European
Commission, European Pharmacopoeia and
the International Association for Biological
Standardisation and other professional
bodies.

@
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2 NIBSC Strategy

2.1 PUBLIC HEALTH

NIBSC safeguards and enhanges public health

by conaributing o

8 The reduced incidence of comumunicable
discases by assuring the quality of
preventative vaccinges;

# The safety of louranisation programaes far
healthy adults and children (incl. reducing
the incidence of adverse drug reactions);

® The safety and quality of products derived
Fecen Framan bloods

® Improvements in the design of bivlogizal
medivines by characterising changes in the
prganisms causing disesse;

& Improvements in rates of recovery from
s

® Improved and reliable diagnosis of disease;

& The safery of medicines used in Jong-term
replacement therapy
Certain biologicals are living entities and

require special control procedures. For example,

a single defective batch of a vaccine can have

very serinus public health consequences, both

directly for individual recipients and
potentially for their contacts, and for the
effertiveness of, and public confidence in,
imnenunisation programmes in general.

2.3 STRATEGY STATEMENT

NIBSCs strategy is to measure, characterise
and understand biologicals used in medicine,
50 that their safety and efficacy can be
effectively tested and biological standards
developed and made available to key users.

2.3 STRATEGIC AIMS

Within the Functions outlined above, NIBSC

has the following strategic AIMS

& To respond to and advise on public health
problems involving blologicals;

% To provide & natienal scientific capacity in
the field of biological medicine, and to
maintain the flexibility, expertise and
facilities needed to address new
developments in science and medicing

& To continue to operate, and be recognised,
as @ mading international suthority on
methods of assay such as those to quantify
biotogical activity and charactevisation of
binlogicals:

# To maintain a central role in the
development of the scientific basis for
contral and standardisation of biclogicals
within Eurepe;

% To recduce, refine and/or replace animal
testing where possible and appropriate;

& To achieve and maintain Quality
Accreditation fa ke areas of control and
staprdardisation.

RESPONDING TO PUBLIC HEALTH
REQUIREMENTS

NEBS s Functions requite the Institute to
provide specialist advive and support in the
event of public health threats and concerns, and
to provide for customer needs i a number of
areas. Wheee the dermand for NIBSC activides
and services exceeds ity capacity o respond ina
particular ares, then the Institute makes choices
by priotitising projects accowding to the criteria
summarised i Seovon 2.6 below

In its contral activities, NIBSC supports and
advises the appropriste licersing suthorities, in
particular the UK's Medicines Control Agency
(MCA) and the Burgpean Medicines Evaluation
Agency (EXEA). As a desigrated European
Testing Laboratory, MIBSC carries out control
work on behalf of the Heensing authorities of
other EL States. The Institute alse advises the
UK Departmment of Health on the control and
standardisation of vaccines wsed I national
irnenunisation programunes and in other areas
of bistogical medicine not currently covered by
the licersing procedures. By contributing w the
development of testing procedures in the BU,
MIBSC seeks to ensure that rigorously high
standards are adopted in the leterests of UK
puldic health.

In the UK the Institute addresses the priority
requirements of the National Heaith Service
and the MNational Blood Authority and
develops, provesses and distributes British
Standards,

Most of WNIBSCs research and development
work is targeted at the development of new
techniques of control ard standardisation.
However, in specific areas, NIBSC add resses
other aress of need as in redation to work on
HIV and AIDS that is funded by the
Diepartment of Health and the UK's Medical
Fesearchs Councl, 1t is aiso NIBSC s strtegy to
carey out collaborative research and
developrment projects that ray e funded by
external grant donors, such ag the BC, the
Medical Research Council, the Home Office, the
Department of Trade and Industry, the WHO
and oihers,

Iry its biclogical standandisation work, NIBSC
develops, processes and distributes
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Intermational Standards dentified as high
priorities by the World Heelth Qrganisation
H M“E{Q*

2.3 MAINTAINING & CARPABILITY TO
RESFOND

NIBEC aums to maintain a strong national

capalility for the standandisation and congrol of
binlogicals 1o enable it te provide scientific

advice and services of the highest quality to the
Department of Health and associated bodigs. In
s doing, it is part of s strabegy to continue o
be recognised as & leading authodty i the Held
of biological medicines and botechnology. This
is effected through a range of International
activities, including the provision of
International Biological Stardards, the co-
ordination of quality assurance schemes and
the stimulation of exchange of information
relating to the standardisation and sonteol of
biologicals. NIBST staff are also active and
leading participants i international scientific
meetings and on advisory bodies and
comumdttees, and make major scientific
contributions through publications in leading
scientific journals.

MIBSC's approach to research and
development is to ensure that it has the
capacity in future to deal with the control and
stapdardisation of merging new groups of
biglogical products. In order to build future
scientific capacity, it is part of NIBS(s strategy
to collaborate closely with the pharmaceutical
indugtry ard other sclendific groups, in order to
keep abreast of all major sclentific
developments and to be able ko anticipate the
developrent of huture bielogical products. In
particular, we aim to develop and maintain
leading expertise in the use of rew techniques
of molecular biclogy.

2.6 DEVELOPING PROGHRAMME
PRIORITIES
£.6.1 Criteria for Selection of Projects

MWIBSC has developed a mumber of specific

criteria which govern the selection of individual

projects at the Irstitute. These criteris enable
the Institute to priovitise activities to ensure the
most effective and efficient use of resources and
o ensure that the Institute’s work s focused
and targeted to the areas of greatest need.

In planning MIBSC's programume of work,
Programuene Areas and profects are priovitised
using the following criteria:

# Extent of actuallikely demand: Roting
against this criterion refate o both the
and the potential demand for Control Es._g'. batch
rwmg andsiwr m*«mm, R e sy g*,
Eandardisation {e.g. Inlernational Standards)
and assaciated Development {p.g. need for now
assays or techmiquest. This criterion is trented
separately from those relating to the actuct or
potential medical impurianee of a growp of
prducts,
Medical importance of products: Ratings
relate bo the exfsting or potential nredicad
Importance of the products coversd or of the
Programeme Area fn geveral, Thiz &5 ax distinct
Srom the dentand or market shave of producss, and
a5 mdch a5 possible is freated separately from the
specific public hralth risks that NIBSC's work
seers to avoid. 1 relates principally fo the extont
{inel. numbers of pesple affected} and severity of
the dinesses to which the Programme Area or
profect refers.
8 Extent of public health risks avoided:
Ratings against this criterion reflpct the extent of
threats and risks to public health that are, or are
I:'kffy to be, avotded by NIBSC's work in this arva.
Ratings relate to the nature of specific risks lp.g.
wiral contamination, adverse toxicity,
newrovirulence, potensy culside specifications)
and the extent of the community (UK, £U,
World) potendislly affected.
Special advantage of NIBSC: Ratings relate to
the ‘wnigueness” of NIBSCs role in this area
anddor of the special facilities and rxpertise
available at NIBEC, The highest rating may
indicaty that no sther organization is in g position
b carry oub s work az a resuit of the
experigniefxpertiseimangdaty required for i
Similar criteria a2 also used to select those
biglogicals for which standacds and reference
reagents should be developed.

&

6.2 Health of the Nation

MIBSC's programme priorities contribute
directly to the national health priorities and
targets specified in the UK Government
document “The Health of the Natiory. The
process of priority %tting at MIBEC is informed
by the knowledge and clear understanding of
the public health implications of ach area of
work under consideration.

NIBSC's work supports two of the Target
Areas specified in The Health of the Nation” as
fallows:

Action to Promote Health and Frevent

IHness: WIBSCs work on the control and

standardisation of viral and bacterisl vaccines

e}
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is wital in maintaining the effectiveness and

acceptability of national imununization

SROZTATTUNES,

Improved DHagnosis, Treatment and

Rehabilitation: NIBSC's work on assuring

the quality of hormones, immunoiogicals and

blood products gives valuable support to this

Target Area.

NIBSC also contributes directly to two of the
five Key Arsas identified in The Health of the
Mation”

Coronary Heart Disease and Strokes -

NIBSC s programme on thrombedytics and

anti-thromborizs assures the quality of

hiological medicines used in this feld,

HIVIAIDS and Sexual Health -~ MIBSC s

work on HIV and AIUS, which is supported

in part by the Departrment of Health,
congributes to the safety of blood products
and the developrent of vaccines against HiV
and AIDS and the establishment of scientific
principles for the standardisation and con
of future products.

1o

2.6.3 Research for Health

The research and development swork carrled
out at NIBSC cordributes to the Department of
Health's research and development strategy
outlined in the Department’s decumant
‘Research for Health'. This document laghlights
sight priority Themes of research, and NIBSC's
work contributes principally to two of these:
Preventing Illness and Prometing Health -
MIBS's research and development woerk on
immunisation and vacoination supports this
area. Research and development iz aunad
primarily at the effective control and
standardisation of biological medicines, and
includes work on e.g. ensuring stability of
vacrine products and effectiveness at the
point of use, preventing reversion o
virulense and minimising the occurrence of
adverse reactions o vaccinabion.
Interventions and Services in Relation to
Particular Conditions and Client Groups -
NIBSC assists in developing the strategy for
guality control and testing of nwvel medicines
developed from new biotechnology /
recombinant DNA methods, thus helping
assure the progression from development o
effective and sale use,

2.6.4 Technology Foresight Programume

Where possible and appropriste, NIBSC s
Seientific Programmaes also aim o auntribute

the UK Technology Foresight Programme in the

“health and iife sciences’ Hebd. It is expected

that NIBSC's work wili make bmportant

contributions to the following prinety areas
idertified under the Technology Foresight

Programme:

& Research and development inte new
therapies;

# Development of geng therapy, protein/
antibody drugs amd cell or Hasue-based
therapies;

& Developments in pharmaceutice] researchy

# Development of improved laboratory
procedures; and

# Use of information technolpgy in healthy care
and ke solences.

26,3 Consultation

NIBSC consults regularly with a rangs of
external bodies {both national and
international) as part of its process of pricrlty
setting, Particularly slose and segular contacts
are maintaiped in the UK with the Department
of Health, and Medicines Control Agency amd
the Public Health Laboratory Service. Advice is
sought on the needs for sdditional standards
and reference materialz, on any changes in the

changes in epidemiclogical situations and
emerging public bealth issues affecting the use
of bivlogivsls.
Bodies consulted inchude the following:
& Waorld Health Organization
# Expert Committee on Biclogical
Standardisation (BLBS)
¢ Biclogicals Unit, WHO, Geneva
# WHO Global Programme on Vaccines and
Immunisation
# WHO Global Programme oo AlDS
® UK Department of Health
& Senjor professionals concerned with the UK
Vaccination Programme and provision of
Mood products
# The (Mfice of the Director of Research and
Development
& loint Committer on Yaccination and
Immusdsation
& UK Medicines Control Agency
# Licensing Division
# Biotechnology Unit
& The Committes on Safety of Medicines (UK}
# Biologicals Sub Commities
& The Pharmaceutical Industry (in partivuiar on
the development of new producis}
& LK National Blood duthority
& UK Public Mealth Laboratory Service
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® Luropean Union

% European Medicines Evalustio

md tts Waorking Party an Bio mh; wi.og;}’!

Pharmacy

# Suropean Pharmacaposia {through
Delegatmn i BP Cormission

U

DL
L4 zm‘-&,, Mmﬁx;& Resaa

s Comumittes on the Deve
and Immunclogical ©

and wia Expart

rok Counet

slopment of Vaccines
rocedures and ity

specialist sub commitiess

Comanittees

2.6.6 Rale of NIBSCS Board and Board

Theough the above channels, through the
expertise and knowledge that MIBSC staff have
an the development of biological medicines,
and through staff contacts with both
professional bodies and industry, priorities for
future waork in each sclentific area are
developed by the heads of NIBSC's saentidic
divisions. Proposed priorities are reviewsid by

the Director against

she criteria given i

4 Seetion

4.1 above, and presented to the Sclentific

Policy Advisory Commitiee (SPALCS of the
Natisaal Biological Standards Board (NBEBL As
the box below indicates. NB3B is YE*«}Z/C-HbLb“t‘ o
the UK Secretary of State for Health for the
management of NIBSC,

SPAC advises NRSE on MIBSC s programme
priorities, and devisions on the atlocstion of
FESOUTES B PUOETRIGITES ke -‘a%w vy ?
after also receiving the advice of the Board’s
Finance and Gengral Purposes Comamittes on
wn-stientific matters and on resource
avatlability {see Box}

EPAL cosardinates peer reviews of the
seientific programume and priorities of each
MIBSC diviston on a rolling d-yvear cvele. Thes
SPAC revigws focus on the quality and
productivity of the work as well as on proect
selection criteria bsted in Section 2.4.1 above,
and advise on the balance in a division's work
between control, standards and
research/ development. The reviews rely on the
involvement, recomunendations and advice of
specialist external reviewers whe are selected
after requesting nominations from refevant
external organisations. SPAL reviews result in

MANAGEMENT OF NIBSC

NIBSC is managed by the National Biclogical Standards Board (WNB3B). The Board was eatablished by the Biological

Standards Act of 1975, with functipns spevified in the NBSB Functions Order of 1976,

The Board sonsists of up to 17 members appointed by the Secretary of State for Health. Board members includs leading

LK zcientints in the feld of bmix}gzgal medicine, ax well a3 a numbey of management and finance specialists,

The Board is advised by thees mmn cnrmumittess:
The Scientific Policy Advisory “Comumittee (SPAC) includes all “scientific’ NBSB members plus several other highly
experienced scientists in key areas; SPAC sdvises NESB on the scientific programme of NIBSC and on priorities
weithin it, and co-ordinates a regular programmme of peer sclentific revigws.

The Finance and Cenersl Purposes Comenittee (F&GP) advises NBSE on all nonesclentific matters, inchading resource

availability and budgeting.
The Audit Conundttes,
Nanoval Biohsgeal Starelards Board (NEGB) E
Scientific Policy Firance and Gerwral Andiy
Advisory Comunittes Purposes ommitiee Commities
(SPACY ' {F&RGP)
Drrector
of MIBSC
Seigndific Support l.ead Sclentific MoreScientific
Divisions Divisions Suppent

“Ex
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clear future priorities for a division's work. As
part of the SPAL review programme, the Board
Al ensures that major areas of new work are
sublect to prior peer review before a decision is
made o proceed.

SPAL also myviews the DMrector’s
recomunendations for developmends and
rhanges i the balanee of work between
sclentific divigions and in other Institute-wids
scientific priorities. The recommendations of
APALT are further reviewed by NRSE before
priorities for the future are tinally agreed. [k is
also part of NIBSs strategy to base its
decisions on programme prionfies against a
background of clear budgetary information and
costing data that is updated monthly

The Director s required o report back @
SPAC on the action faken as a result of the
recommendations of a SPAC review, SPAC and
the Board also regularly review progress
against specific programme goals and targets.

¢
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Future Developments

3.0 SCIENTIFIC DEVELGPMENTS
RELATING TO CONTROL AND
STANDARDISATION

The rate of sclentific pragress in medicine and
biclegy and in the industrial application of
mndern technologiss is expected 1o gain further
momentum over the next fve vears. New
iological medivines derived from recombinant-
DA technelogy and monoclonal antibody
msethods are already coming fnrward for
licenssing at an increasing rafe; this trend is
expected to continue. Such new therapeunes
present novel problems of standardisation and
contred. Badical new developments in therapy
{such as gene therapy ~ see below) and in
diagnostics are also expected 0 creats new
scientific and regulatory challenges in the area
of control and standardisaticn. In rurn, modem
developments in biotechnology are leadwg e
significant improvements in the technolog
available fur the quality control and
standardisaton procedures themselves as
applied to conventional and novel Biological
medicines - such improversients includ
reducing, wherever possible, the use of animals.

Mew vaccines: New international initiatives,
such as the WHO Global Programme on
Vacoines and Imemunisation and the Childhood
Vacoination Initdative, as well as work by the
phgrmaceutiond industry, are abmed at
enhancing progress towards the des g of
improved tvpes of vaccines and extending the
affective use of existing vacoines. by addien,
rsw irnfectious disease tupats continue w
emerge, such as HIV infection and ALDS, new
eptdemic straing of cholera (0135} resigtant 1o
existing vaccines and rapid incresses in the
global impact of tubsroulosis and malaria
Prelimirary work on the standards required for
new candidate malaria vaceines has recerely
begur.

The rew approaches to vaccing \iﬁwfgn
include the use of recombinant DA
technology for the precise genetic modifivation
of infectious agents. This facilitates the
production of stable attenuated straing as live
vaceines and the design of live recombinant
vectors such as vaccinda, avipox and salmoneily
straims. Slow release, single-dose vactines are
being designed that involve the technigques of
microprwapsulation of antigens. Such vaccines

will hopefully avoid the nevessity for multiphe
injections of the immunogen. Combined
vaccines offering immunity 1o up o six dissyses
by a single serfes of injections sre now being
devedoped by industry. The standardisation and

condrol of vach set of vacdne combinations

must be conzidered on 4 case by case basiy
sinee any oo compeornent may influence the
immunogenicity of another. Over 20 different
cormbinations u* -wns,ﬁm are now possible,

Very recently {1994} vaccines composed of DN &
motecudes alone have given siikingly
successiul results in laboratory tests and this
technology holds out hops for the de gfz of
new arsd improved vaccines against i
diseases. The reguiatory issuss x,mcemmg

DNA vaccings will involve the develapment of
the field of gene therapy, and their complexity
will require a multidisciplinary approach by
WiBsC,

New spproaches for the standandisation and
control of such products will also be required in
order b ensure appropriate standards of
quality, safety ansd efficacy. Thix includes the
development of appropriate Internationa]
Standards and test methods. Such work will
epresent a growing aspect of MBS s
programune, and will be of considerable
importance t public heaith,

Gene therapy: Only three years ago, many
scientists would have considered human
somatic gene therapy to be at an experimental
stage, largely unproven, and a techaclogy for
the next m;iievmum rather than for the 1990s,
This field has, however, been subdject fo such
tapid progress that the techniques that are now
avaiiable for the delivery of specific genes into
sormnatic cells are alwady being evaluated for
therapeutic potential. Several herited
moenogenic disorders are prime targets for gene
therapy, and clinical trials are tm«:ierway i the
USA and Europe relating to adenosine
dedminase deficiency and cystic fibrosis. 1t is
widely believed that g gere therapy potentially
can be used to treat a broad spectrum of
acquired, polygenic pathologies, including
cancer and AIDS,

Geng therapy technology depends on the
development and use of complex gene delivery
systems such as replivation-deficient
retraviruses and adenovinses, although
simpler noreviral vectors, eg lposomes, are also
currently under evalustion. It is anticipated that
eventually a broad spectrum of products will be
marmfactured for use in gene therapy Such
‘gene-based’ products will require new
regulatory approaches and testing strategies,
aften necessitating a case-by-case assessment,
At present, much mote work s needed to
develop safe and effective vectirs for
introducing genes into patients and NIBSC will

i1
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be in a position, with its wide expertise in the
testing of medicinal bictogical products, to play
a major role in providing advice and i mesting
the new chalienges involved in the testing of
gerwe therapy produsts,

Based on an international symposiumn on
Gerw Therapy hosted by NIBSC, & set of
guidelings on the quality aspects of potential
future gens therapy products has been
published by the B

Hovel biological therspeutics: Cyiokines
and growth factors prepared by recombinant
DA echnalogy. offer new opporhunities for
the treatment of disease. Mew molecules of this
type are still being discovered at a fast rate,
Same cytokines and growth factors are alrsady
wensed medicinal pmfimm and meany momw

o

are showing promising results in pre
mva{shg{mmnﬁ.

Cytokines and growth factors show potertial
for the treatment of & wide range of clinical
indications such as impaired wound healing,
anrmurwlogical dysfunetion, hasmopostic
reconstitution, viral hepatitis, cancers and
neuropathiss. They are complex molesules
whose biological potency has to be assessed by
appropriate bloassays with reference o
standard preparations, In antivipation of the
large mumbers of these proteing which may
become licensed medicinal products in the nea
furure, NIBSC ig increasing its activities in the
development of bloassay techmiques and the
establishuorent of reference preparations, The
Inatitute’s expertise will be a valuable resoure
available to the pharmaceutical industry ansd
regulatory authorities in developing these novel
therapeutic agents.

EURGPE

Within Europe and within the context of the
developing European legislation and
procedures for the lcersing and control of
medicines, there is 4 nead for the technical co-
cdination of the sclentific issues inv
Over the next fivesyear period, NIBSC aims o
assist in the development of:
® Sciendific and technical coliaboration between
Europesn control authorities, leading 1o
further strengthening of procedures for
YHeensing and control:
& Harmonised techrical guidelines for
biological standardisation and contral in the
® Eumpfean Pharmacopoels monographs an
biclogicals specifying requirements for

oived,

1

manufacturers and regudatory suthorities

aitke;

® Specialist technival and scientific support to
the European Commission, the Buropean
Medicines Evaluation Agency (EMEA) and
other EC bodies;

# Solentific workshops within Burope on
priority topics related to standardisation and
cordred;

# European external quality assurance schemes
to assure acceptable and consistent
performance of coninal testing throughout the
ST

® “meuaimd training i sts
controd techrdgues for EC s
technologists;

# A Europesn network o factlitate the
exchange of information on the scieniific and
technical aspects of the standardisation and
condrel of biokagicals.

{tis NIBSC s atm, i ling with s rele as a
Ewropean Testing Labaratory, 1o carry out an
incressing solume of testing for the EMEA and
for national Heensing suthorities in the EU
other than the MCA. In 1994 MNIBSC achuieved
international @uahtv accreditation for is
Huropean batch reloase work, covering 34
product areas snd 91 tests. MBS plarg to
extend the scope of this a m.c&ed.‘mmn, which is
seen as an ohjective recogrition of the high
standand of the Irstate’s quality svstem i this
area of work,

fiad sativn and
niists and
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4 NIBSC’s Programme Priorities,

1995 to 2000

The following aatlin
developments i NIBM s programune of work
aver the period 1995 oy 2L

1 ﬂifx‘pi‘:‘gfiﬁ’d

VIRAL VACCINES {Division of Virology}

The programme over the next five years will
see increases (o work on measles, mumps and
rubsila vaccines, anud on poliovaccines.
Standards for the standardization and control of
safety testing of blocd products will also be
further developed. (o line with our strateyic
airn o develop alternatives to animal usage.
wark on p{:@sibts alternatives to the existing
test for neurpviralence of oral polivvaccine will
inceease, while control work on these same
vaccines is alse likely o increase. Work on the
viralogy of blend produsis, gspecially the
malecular aspects, will change emphasis with
an increase in use of gene amplification
methods for testing products and plasma poeols.
Work on influenza will also address possible
future DNA-based vacoines, slow release
presentafions of vaccines and the use of
afternative cell substrates for the preparation of
waccines. However, demands for testing and
stansdards in these two aress arg axpevied to
remain at current levels. There is a reed to
regularise the procedures for Buropean bateh
releass testing of vaccines and discussions on
this matier are aking place with MCAL

BACTERIAL VACCINES
{(Division of Bactericlogy}

The level of work on pertussis vacoines is
expected to expand, mainly because of the
renewed interest of the Industry in lcensing
avelhadar vaccines, both alone and in
vombination with other antigens. The work on
sncapsulated bacteria will also show some
exparsion, That on Hib vaccines will remain at
present levels except where it is associated with
new combination vacsines sontaining sceliular
pertussis. sdiphtheris, tetanus and vizal
components, However, increases are expected
in the level of work on mesingococcal
conjugate and preumpcoccal vaceines.

There is likely to be some overall increase in
work on enieric vaccines, mainly in relation to
cholera. it is anticipated that work on
ruberculosis vacvine {BUG) and tuberculing will
expand, The development of in vifro
replacements for animal-based methods will
continue, Following the successful development
of in vitre and new in pive assays for bacteral

4.3

4.4

4.5

roxins and antitoxins, work in this area wiil
continue with emphasis on the clostridial
neurotexing, Overall, the work o roxoids s
toxing fantsera will continue o expand
particulardy with NIBST's increasing
involvernent in the standardisation of single
dose. slow relpase vacuines and the increasing
use of low dose toxins in the eatment of
certain neunremuscular disorders,

MAMUNCLOGICALS
{Division of Immunnbiology)

Cryer the next 5 vears, work on standard assavs
for oytokines will continue a3 a major aspect of
the division's activities. Further development of
work in the cellular imynunclogy field and
menoconal antbodies lincluding those derived
by A procedurest are antizipated. Work
with irngroannglebuline will need to expand to
cover the ncreased number of producis
undergoing clindcal evaluation and licensing
and ncreased testing 1o establish potency of
specific immunoeglobulin products, Mo work on
allergens is planned, unless the rDNA-derived
materials, which are presently sardy in
development, progress 1o preclinical /clini
evaluation stages. There will continue tobe a
major emphasis on the development of
frzernational Standards and reference materials
for cytokines and related molecules.

HORMOMNES {Division of Endocrinology)

Work on licensed products will continue to
focus on developing improved assays and on
selected product mondtoring activities, with the
highest priority areas likely to be licensed
ervthropoletin and gonadotrephin produsts,
New products currently under developmens
inchude genetically engirsered gomadatrophing,
fissue and bone growth factors and
neurctrophic factors, Work relating to these
products will concenirate on the development
of standards and of i vifre bloassays, with
particular emphasis on the applcation of
molecular biclogy techniques. The Division will
also continue o carry vut all necessary pymwgen
testing for the Institute,

BLOOD PRODUCTS AND RELATED
SUBSTANMCES (Division of Haematology?

In this area, in addition to work on blood
clotting factors, a substantial increase in
demand for waork on anti-thrombotic drugs and

13
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4.8

4.7

thromboelytic drugs is anticipated over the next
5 years, dus to the introduction of new
recommbinant agents and other materials for
dlagnosis and treatment of thrombosis. The
developrent of Buropean batch release syshemg
is expected 1o lead 1o an increased workload in
the blpod products ares, because of the need o
follow Buropean guidelines and the increassd
volume of testing for BEurope. Transfusion
medicine work will continue at 2 level agreed
with the National Blood sasthority. The
antigenic rharacteristics of Factor VIH derived
feorn blpod or prepared by revombinant DINA
technology will require Rarther studw

The need for biologivsl standards and
reference materials is expected to continue o
expand with the introduction of more
recombinant variants of existing melecules, &
wedl as new agents, MWIBSC will also be
mvolved in the production of European
working and reference standasds, in
cotlaboration with the Eurupean
Pharmacopoeia and the Measurements and
Testing Frogramme of the Eurppean Undon,

AIDS (A10% Cotlaborating Cendrs}

A wnajor forus over the next five years will be
the development of labaratory correlates of
protection in crder to develop strategies for
vasoination against AIDS and to define
methods for controlling the quality and efficacy
of AIDS vacgines. Another major fosus will be
involvement in the WHO network for
characterisation of HIV-1 isclates. Standarsds for
PCR work will also continue to be provided,
and there will be further development and
application of quantitative PUR techniques.

MOLECULAR STRUCTURE
{Laboratory for Moleoudar Structured

The combined use of electrospray mass
spectrometry, nuclear magnetic resonance
{NMR] spectosopy and pptical spectroscopy
will provide detailed struchural and functional
characterisation of a growing range of current
and potential products and bislogical
standards. These techniques will be especially
redevant to the characterisation of recombinant
proteing and glycoproteins, novel
potysaccharide prosducts and conjugate vaccines
arud are being increasingly used in the batch
esting of products, Collsboration with lead
scientific divisions within the Institute will
improve our understanding of how small

4

structural varistions affect biologlcal activiry
and clinioal side-etfects, and provide new
vontral methods o mondtor these variations.
The physicocheminal charsnterisation of
axisting Standands will also be Further
developed, thus enhancing their value as
reference matenals.

13 STANDARDS {Standards Division)

The Standards Diviston continually strives w0
improve the quality and stability of
Intermational Blological Standards and other
reference materials by innovative approaches i
their preparation, guality control and
evalutation. An immediaty develupment will be
to install isalation technelogy appropriate for
the praparation of new reference materials that
are potentally infectious. It is also hoped o
provide increased producion capacity o mest
the increasing quantity and variety of demand
for new standards. The Division will also aim
b reduce Further freeze-drying dimes and
processing costs for the preparation of
ological reference materials without
compromising product quality As a
consequence of its specialised expertise and
facilities the Division undertakes & lmited
amount of contract work for industry and other
organisations.

4.9 IWFORMATICS {(nformatics Laboratory)

Orver the next five years, sur networked
information systems will be extended 1o cover
other aspects of the Insdrute’s work, The new
database for monitoring control testing
aetivities will be sxtendsed, and information
databases on standards and reagents will be
devalnped, NIBSC will also be involved in the
developmaent of global information sysiams on
standards and reagents, particularly for use in
the European Union. Biatistical work on
collaborative studiss for standards will also
have a high priovity, partivularly for
recombinant products.

4.10 NIBSC TARGETS

Each vear in its Annual Business Flan, NI{BSC
prepares 3 series of Targets which am
demanstrable and/ or quantifiable. Thess
Targets relate to Service Relivery (Control and
Standardisation), Ouality of Servite and the
Efficient Use of Besources.
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5 Programme Implementation

5.1

MODES OF QPERATION

Within the comtext of its averall sirategy, amd
within the programune developed through
WIBSC's planning process, the Institute and iz
Beard have developed a number of sperating
s or maodes of eperation. These mades
of pperation guide the Insttute’s approach in
alf areas of tts Programene. These modes of
operation can be sununarised as follows:

prineip

2%

Services

& Provide sccurate, timely and authoritative
advice, information and resuits.

& Maintain, and whete possible improve, the
cost-sffectiveness of performance to the
benefit of all clients and customers.

& Maintain & high quality of performance and
systems for the provision of services and
materials, and where appropriate secure and
maintain independent sccreditation.

Seientific

® Act as a2 centre of scientific excellence in all
matters relating fo the control and
standardisation of biclogicals,

® Lse available and relevant information
networks and advice to formulate priorities,

® ddopt & wultidisciplinary approach to
studies, where appropriate.

& Biaintain a standard of equipment and
techriques that keeps NIBSC abreast of
recent advances in research and
development.

@ Develop methods of control and
standardisation of biclogicals that render
unnecessary or minimise the use of animals.

® {n areas where the use of animals remains
necessary, maintain the highest standards of
animal busbandry and welfare under
veterinary supervision,

Impartiality

® Provide tmpartial advice that is
independent of commercial interest and that
is consistent with the Beard's statutory role
in the UK and NIBSC's status as a WHO
International Laboratory.

# Avoid any abuse of the Boards monapoly
position while fostering the protection and
expioitation of innovations by NBSB staff.

# Maintain the confidentiality of information
and materials as appropriate.

# Fass on to the appropriate authority any
information deemed significant to the
protection of public health,

5.4

ORCANISATIONAL DEVELOPMENTS

%

orysilde for
the pverall co-ordination and leadership of
SIBSCs programune activities, and af other
arganisational units within MNIBST operate in
support of these lead divisions in order
eNFUre maximum programme affgotiveness and
efficiency of use of respurces. The work of sach
lead division s organised into Programene
Areas that focus on groups of biolugicals or
products.

WIBEC separately identifies and costs its
aonvities related 1o control resting, other contral
activities, indernational standards and national
standards, and has wdengified sendor scisntists o

lines. These Tead” divisions are res

assist in the solentific Halson with donars in
pach of these broad fields. MIBSC s new
gecounting system {installed during 1993 7543
altows full costs to be allocated W projects.

MULTIDISCIPLINARY APPROACH

The structure of the Institute allows a
mltdisciplinary approach by several divisions
to be adopted for the testing of individual
products or groups of products, and for
standardisation and development activities, The
ability of the Institute 1o bring the expertise of &
widde range of disciplines to bear on any arvea of
biclogical medicing sets it apart from other
testing laboratories and has resulled in the
development of NIBSC's unique international
T,

QUALITY SYSTEMS AND
ACCREDITATION

NIBSC has developed standard operating
procedures in its key statutory sreas, and has a
programme for attaining and mairtaining
internationally recognised quality assurance
accreditation. NAMAS Accreditation
{equivatent to European Standard BN 43001} for
batch release testing involving 24 product areas
and 91 separate tests was awarded in
Septembey 1994 EN 150 9001 Accreditation of
standards processing operations is scheduled
for 1995,

FUNDING SQURCES AND
ALLOCATIONS

NIBSC is funded principally through ventral
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UK Governunent funding the In
recetves additional funding through External
Grants, condracts and other sources. The
Institure’s projected funding iy 1998/9

follows
LK Goeverrunent Funds G 7K
External Project Grans £1 00K
Condracts and Other Income £ 720K

}”hr: proiecied allocation u: UE Government
s by group of biclogicals for the period
90596 to 1999 2000 is showr in Figure L.

CETE Cotwrmment

Figure 1 Proverted Alloc
Funding to NIBSC ém G

werigd §

Viral ¥Yacoines

235%

Speciaiat

Suppat

Projecss
7.8%

ADS ) Hormores
7 1% Blood Products 138%
amd Relsted
13.8%

Figure 1 The 188495 Allocation of NIESC s UK
Govermment Funding w Fowr Service Leved Agrepments,

Congrod Testing

35%
International
Seandards/
Reagents
Tramsfuston
Mecdiving
A

General Support
i Dept, of Health
35.5%

Bervice Level Agresments

NIBS s central UK Government funds are
assastated with & number of Service Laved
Agreements (SLAsH These agreements speaify
the work and services to be provided by NIBSC
during the vear iy question and indicate the
allocation of funds 1o different Programre
Areas and Projects, The nature and format of
these SLAS is under review during 199579 in
1964 /9%, NIBSC s UK Government funding was
associated with the four SLAs indicated in
Figure 2

&

33

External Grants

it is NIBSU poliny to seek additional extemal
funding for scientihic development projects that
support directly the Instituls’s statutory
furctions and complement its centrally funded
sotivities. It is the Department of Heal#?
current peilicy fo Hmat the volum
External Grant lunding to no morg !
cent of total ncome. External Grant donors ke
MNIRSC include the dMadical Research Courail,
WHO, the Buropean Comunission, the
Trepartment of Trasde and Industry and the
Haome Ofee

Contracts and Other Income

It is NIBST policy 1o provide cortain specialised
services on a contractual basis o paving cliends.
Service conteact srrangemenis are only agree
whigre the work is in ine with NP5 s pverall
atm and functions, where it oan be shown that
no oiher work of the Institute would be
adversely affected by the service contract
coveuriitrnent, and where such work would not
involve NIBSC in any conflicy of interest
velating to s knpartial and independent role in
the control and standardisation of Mok 14,
NIBSC also makes hamdling charges for the
distribution of bivlogical standards and sther
mference materials resulting in further income
oy the Instituie

REVIEW OF RESOURCE ALLOCATION

BABSC s pragramme activitles are planned and
revipwed annually within the broad comtext of
this Corporate Plan {as deseribed in Section 1.8
abwovid, Annual plans of solentific sctivities
within the following vear are reviewed irutially
by the Board's Sclendific Policy Advisory
Comurdtter. The allpcation of resources
agreed scientific priorities Is proposed by
Management, reviewed by SPAC and the
Board's Finarce and Geperal Purposes
Cormrmittes (FEGPY, and approved by the Board
for subardssion to the Department of Mealth,
Each year, as part of the ansual review by the
Department of Mealth of NIBRC
future plans, NIBSU identifles those areas of
work where it iz believed that sdditional
resources will be needed over the coming &
vears. From now until the vear 2000 and
bevond, the role of bologivals in madicine i
expected to increase, and new Mologiosl
substances and medical appeacies are
CETBR TGS A

s progress ared

continually emerging, While theee
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important need for sontinued wock on
conventional products {such as vaccines used in
childhood immunisation campaigns the
pressures fof increased variety and quantity of
work by WIBS are expected D increase

Areas where additional rescurces need 10 be
widered over the next 5 vears inchude bood
sicrobiologival satety and testing, the control of
new bactenial vacoines. potency menitering of
vaceines af the pomt of use, gene therapy foell
bictogy and the control of DINA vaccines, A
number of major items of equipment and plant
needing replacement over the same period have
abso been wentified,

MANAGEMENT OF RESQOURCES

The NESE is responsible for the overail
rranagement of use of resources by NiBSC, The
Board, advised by its Finance and General
Purposes Comunities, is responsible for
gpproving MIBSC annual budgets, snd
mpnitors experaditurg at regular intervals
thrpughout the year. The Board and its
committess have aocess o the management
informaticn which allows NIBSC Management
t monitor programme expenditure on a
menthly basis. NIBS s financial managerment
information allows expernditure o be
rrpitored according to expense headings
under its statutory accounts. to organisational
units, o Programme Area and fo external
grants and contracts.,

PROCRAMME REFORTING

NIBEC repaorts on ats activites annually o the
Department of Health through an
Accourntability Review process. The Institute
publishes each year an Annual Report
summarising programme bighlights. NIBSC
publishes its scientific resulls through peer-
reviewsd sclentific joumnals.

LINES WITH CLIENTS

Iris NIBS(s policy to maintain close links with
ail its clients and target groups, in order to
ensure that its programme snd sctivities arg
fully responsive to their needs. The balance
between the activities that MIBRC carries out for
<ifferent client groups b moniiored through the
Acecuntability Review process operated by the
Department of Heath, In line with its Statatory
Functions, NIBSC maintaing close working
relationships with the Medicines Control

Agency (0w buth policy amd rechnical msues),
the World Health Organization, the European
Comunission, the European Pharmaceposia and
a nurrber of sther Government bodies within
the UK. NIBSC also maintains close techrdcal
links with the pharmaceutical indusiry

SIOMARKET TESTING

NIBSC has a programme of market testing of
operations and services in order to maximise
their cost-effectiveness. Major contracts such as
those for plant arsd equipment maintenance,
energy, waste disposal, grounds, catering and
cleaning are put out to competitive tersder on a
regular basis, Operations and Services valued at
»EIGK i the Administration and Estates aress
are currently subject to competitive tendering.

¥
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NBSB Members

The Nattonal Biological Standards Board {NBSB) s accountable to the UK Seera tary of State for Heaith for the

3

management of MIBSC, The following wers serving as members of NESB an 1/ pril 1995

D 00 ] B Evang, OB FROP FEPHM (Chairman

Professar | Allan, MB BCh 804 MD DS

Frofessor 2 R Bleom, MA e MD FROP

Ay D F B Crofton, BComm FUA ACIS

Ix M Fergusen, BSe Phid

Professar K Gull, BSe Fhid

Protessor H & Jacobs, MD FEUP FRODG

Protessor F Y Lisuw, Phiz DSc MBI Path

Mre P IS Lumaden, MA FCA BT

Mrs N Morris, MA

Mr § B Pring, Dip RCP Dip RCS

Professor ] G Raicliffe, MSc DM BMBCh FRCF PRC Path
D GO Schilid, UBE BSc Phid DSe FIBied FRCPath Hon MROP
Professor R A Waiss, BSc PhD Hon MECTP FROCPath

Senior NIBSC Staff

Directon GO Sehild, CBE BSe PR 0S¢ FiBiol FRCPath Hon MROP
Agsistant Director {Sclentific) M M fordan, BS¢ MSc PRD CEng MBCS CStat
Assistant DHrector {Admindstrations B A& Stewart, BSe PRI

Heads of Department:

AIDE: T Seoty, Ba PhD MBCPath

Bactericlogy: B Corbed, BSe PRl DScMed) CBiol FiBiod MBI Path
Endocrinclogy: & Bristow, BSc Phid

Haematology: T W Barrowweliffe, M4 Oxon PRI

immunobivlogy: R Thorpe, 8% PRD MRCPath

Informatics: M M Jordan, BSo MEc PRI Clng MBCS CSiat
Molecular Structurs: C Jones, BSe PhD ARCS

Standards: P K Phillips, BA PRI FIGA

Yirology: P D dlioor, Ba Fhid

for further information on NIBSC please contact:

The Director
National Institute for Biologival Standards and Control
Blanche Lang Telephone: 31707 654732
South Mimms Telex: 21911 Aswwerback: MNIBRAC.O
Potters Bar Fax: (1707 648730
Hertfordshire EMN6 30G EMail enquiries@nibsc.acuk
18
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