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T
he Medical and Healthcare Products Regulatory Agency (MHRA) issued a
guidance letter in July to NHS Chief Executives interpreting the legislation
on in vitro diagnostic devices. It impacts on laboratories producing clinical

results on in-house systems. The guidance has now been updated but after 7th
December 2005 you will no longer be able to analyse samples from other Trusts
on in-house devices without a CE mark.

Unless the guidance is retracted or changed significantly, you have two options:

1. Comply with the new law.
2. Ensure that you can apply the exemption to CE marking for in-house

methods and only analyse samples from your Trust. 

This issue of ACB News provides practical help. We have commissioned an article
from a CE marking consultant who has written advice on how to proceed.
Professor Ian Young is also looking into all this as Chairman of the Scientific
Committee.

Important Assays are Affected
It is my personal belief that the MHRA had no idea of the substantial number of
assays that are affected by the July guidance. In-house methods often have no
commercial alternative. Taking a common example, if you are using an HPLC
system to produce clinical results, using a column of your choice and making up
your own mobile phase, then you are using an in-house method. If you are only
analysing your own Trust’s samples, then you can carry on by applying the
exemption, but samples from other hospitals require the method to have CE
status. Modified guidance issued on Friday 29th August now extends the period
you have to comply to 7th December 2005 for in-house assays that are already in
place. It is not clear what the position is regarding any new in-house assays 
introduced after 7th December 2003 and the MHRA have declined to offer a view
until they have consulted with their solicitor again!

PKU screening is specifically mentioned in the act and requires a higher level 
of attainment. It is amazing that no one appears to have contacted the relatively
few regional laboratories that offer PKU screening and made sure they are 
up-to-speed.

A Practical Way Forward
In my Trust the Clinical Governance Lead has organised an audit of in-house
methods in our twelve departments across two hospitals. In clinical chemistry we
have presently identified seven affected assays. Five of them (three vitamin assays,
an enzyme assay and an assay using a commercial CE marked reagent in an
unconventional way) are associated with significant income generation and we
will need to register these for a CE mark. Our regional laboratory has over 140
such assays!

CPA accredited laboratories should be able to approach CE marking as long as
their in-house assays have the proper documentation and work-up to support

CE Marking of “In-Hou
Jonathan Berg, Editor
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use” Assays

them. A technical file is required and the most difficult aspect is a medical
device risk analysis. University departments and specialist research depart-
ments in the hospital environment will need to become aware of their 
situation and address CE marking from a different perspective.

Laboratories that have joined together in a network need to look care-
fully at their situation. If a network has been set up as a single “legal
entity”, then sample sharing across the network could mean that such
assays can still claim an exemption. 

What a Debacle!
The MHRA guidance has apparently been the result of considered legal
opinion and until issued it was not clear how NHS laboratories were
affected by the IVD Directive. Unless retracted or substantially altered, new
in-house assays still appear to require a CE mark after  midnight on the 6th
December 2003 for you to analyse work from another trust and established
assays from 7th December 2005. 

The impact of this interpretation of the IVD directive into law puts at risk
1,000s of in-house assays. This includes many in the area of gene analysis
for which there are no commercial alternatives and a very large number of
assays at regional laboratories. No one could have expected such laborato-
ries to have applied CE marking in such a short time-frame. 

The MHRA are in a real mess with this and once the “big guns” of the
Royal College are brought out one can expect to see a period of reflection
followed by yet more guidance. A positive way forward would be for 
professional representation round the MHRA table to balance the legal
opinions they are receiving. In the meantime ACB News is putting a test CE
mark in-house assay into the system to see just how much work this all is
and we will report this in the October ACB News.

Jonathan Berg
Editor

If you have 
in-house assays

that produce
results for other
laboratories then

read on . . .
Jonathan Berg
introduces the

recent guidance
on the IVD

Directive for NHS
laboratories



6 • ACB News Issue 485 • September 2003

General News General News General News General News General News

Chief Executive of Stategic Health Authorities
Chief Executives of Acute NHS Trusts

Dear Chief Executive,

In Vitro Diagnostic Medical Devices (IVD) Directive: In House
Manufacture
As you probably know the In Vitro Diagnostic Medical Devices Directive
(IVDD) came into force on 7 December 2000 (provisions to be applied
from 7 June 2000), with a transition period which ends on 7 December
this year in respect of new devices being placed on the market. The IVDD
requires manufacturers and other institutions that place IVD kits on the
community market or put them into service to meet certain requirements
relating to their safety, quality and performance. Failure to comply with
these requirements may constitute a criminal offence. The IVDD has been
transposed into UK in the Medical Devices Regulations 2002 (SI 2002
No.618).

Over the past few months the MHRA has been working hard to ensure
that those likely to be affected by these Regulations are fully aware of their
possible impact. Thus for example we have held a series of Study Days for
NHS Laboratory Staff and others and made various presentations at
conferences etc. This work will continue. Nevertheless, we have recently
received a number of requests for information relating to the applicability
of the Regulations to IVD test kits that are manufactured and used within
the same healthcare institution. The purpose of this letter is to outline how
we see the Regulations working in this context. In general, the IVDD and
the transposing Regulations, apply to all manufacturers placing IVDs on the
market, or putting them into service. “Putting into service” includes the
use of a device in a professional context for the purpose of medical analysis,
even if the device is not marketed. However, there is an exemption that
applies to health institutions set out in Article 1.5 of the IVDD. This says
that the IVDD does not apply to devices that are “manufactured and used
only within the same health institution and on the premises of their
manufacture or used on premises in the immediate vicinity without having
been transferred to another legal entity”. The IVDD does not define “health
institution” but we interpret it to include an NHS Trust. Bearing this in
mind, we have identified four basic scenarios that may apply to your Trust.
These are set out below, with our interpretation of how the IVDD and
Regulations apply.

Scenario 1: A health institution manufactures an IVD in-house and
uses that IVD in-house, to test samples provided by patients within
that healthcare institution, either on the premises of manufacture of
the IVD or on nearby premises.
We believe this scenario falls squarely within the exemption allowed for by
Article 1.5 of the IVDD and therefore the IVDD and Regulations do not
apply.

Scenario 2: A health institution manufactures an IVD 
in-house and uses that IVD in-house, to test samples provided by
patients within that healthcare institution, but not on the premises of
manufacture of the IVD or nearby premises.
Because the IVD is not used on the premises of its manufacture or on
nearby premises the exemption does not kick in and the IVDD and
Regulations will apply.

Scenario 3: Heath Institution A manufactures and uses an IVD to
test patient samples provided by another legal entity.
In this case the device is not being used “within” the same health
institution because it is being used for the provision of services to a third
party (ie the testing of third party samples). Our view is therefore that the
IVDD and Regulations apply and Health Institution A will need to comply
with the relevant requirements. This remains our view regardless of whether
or not it is providing this testing service as part of a commercial
transaction.

Scenario 4: A health institution manufactures an IVD and transfers it
for use to another legal entity, either free or in return for payment.
In this case, it is our view that the IVDD and Regulations apply, since the
IVD is effectively being placed on the market by its transferral to another
legal entity.

We have also been asked how the IVDD applies to an organisation,
which is not an health institution, but which manufactures and uses an
IVD without actually placing the device on the market. An example would
be a commercial testing centre which provides pregnancy testing services
direct to the public.

This situation is outside the scope of the exemption for health institutes
referred to in Article 1.5 of the IVDD and therefore the organisation would
have to comply with the provisions of the IVDD and Regulations.

I hope this clarifies the situation. Inevitably the scenarios set out above
are in general terms only and I appreciate that there may be more specific
instances unique to your own Trust on which you would appreciate further
elaboration. If such is the case we will be happy to respond to any requests,
subject to the caveat that our advice cannot be taken to be a definitive
statement of the law. That can only be given by the courts. Where
appropriate therefore you should normally consult with your own
professional advisers.

Finally, you may wish to note that it is my intention to arrange for the
above advice to be posted on the MHRA’s web page and updated with
additional scenarios as we come across them.

Yours sincerely,
Dr David Jefferys, Head of the MHRA’s Device Sector  
2nd July 2003 ■

IVD and In House Manufacture . . . MHRA Guidance No. 1

The following guidance went to Chief Executives in the NHS from Dr David Jeffreys, the head of the Medicines and
Healthcare Products Regulatory Agency. This guidance is likely to impact significantly on many NHS laboratories
and we have reproduced the guidance in full. There is also an editorial as well as a substantial article giving practical
information on what to do next.
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Dear Chief Executive,

As you know I recently wrote to you outlining our views on how
the IVD Directive would apply to those institution that make and
use IVDs within the same institution. A copy of this letter was
placed on our web site and resulted in several letters questioning the
rationale behind our interpretation. In addition some institutions,
while accepting the interpretation, nevertheless felt that there was
inadequate time left to comply with the Directive’s requirements
before it comes fully into force on 7th December 2003.  

In consequence we have again consulted our legal advisors. They
have confirmed that the interpretation given in my original letter
was correct. However it may be useful if I explain a little the
rationale behind that interpretation. 

Before I do that, however, it is important to clarify the effect of
a second transition period within the Directive. In effect this means
that the Directive’s provisions come fully into force on 7th
December 2003 only for those devices that are placed on the
market. Where devices are put into service without having been
placed on the market, we believe that the manufacturer (i.e the
health institution) has until 7th December 2005 to comply. This
means that where a health institution makes and uses a device to
test patient samples provided by another institution, in the context
of providing a service (scenario 3 in my original letter), they have
until December 2005 to comply with the Directive (although we
would obviously advise such institutions to comply earlier rather
than later).

I will now explain the rationale behind our interpretation of
when the Directive will apply to health institutions. As my earlier
letter made clear, we believe that where a health institution makes
and uses an IVD on samples provided by the same health institution
the Directive does not apply, because the in-house exemption set out
in article 1.5 will apply. However, where the device is made and
used in the same health institution, but on samples provided by a
third party, in the context of providing a service, the exemption will
not apply. The rationale for this is described below. 

Subject to the in-house exemption in article 1.5, the
requirements of the Directive and our implementing domestic
legislation (the Medical Devices Regulations 2002) apply where an
in vitro diagnostic device is (i) placed on the market; or (ii) put
into service. 

With regard to “placing on the market”", so far as in-house
activities are concerned, we have taken the view (as outlined in our
guidance document Bulletin 18) that where a health institution
manufactures a device for use on or by the patients of that

establishment, there is no placing on the market. On the other
hand, where there is a transfer between legal entities, this will
generally constitute a placing on the market, even if the transfer is
free of charge. 

As to the meaning of “putting into service” this is set out in
article 1 of the Directive, read in the light of the 11th recital and
article 9.13. Article 9.13 makes it clear that a person who
manufactures devices and without placing them on the market, puts
them into service and uses them in the context of his professional
activity, must follow the appropriate conformity assessment
procedure. The definition of “putting into service” in our domestic
regulations (see regulation 2), which takes all of the above into
account, reads as follows: “the first making available of the device
in the Community to a final user, including where a device is used
in a professional context for the purposes of medical analysis
without being marketed.” It is thus clear that there can be a putting
into service even if a device has not been transferred to a third party.

I come now to the exemption clause in the Directive. This is set
out in article 1.5 of the Directive and referred to in the 10th
recital. (Recitals are not themselves binding but are a useful guide
to interpreting the main provisions of the Directive).

Essentially, we have been advised that the wording of the
Directive and recitals, makes clear that the intention behind the
Directive is to exempt the non-trading use of a device made and
used wholly within a health institution. The use of the word
“within” in Article 1.5 makes it clear that the exemption applies
to in house activities only and not to activities which involve the
provision of services to third parties e.g. the testing of external
samples. Where a device is used to provide services to third parties,
although the device is used in the health institution, it is not used
exclusively within it. This interpretation is consistent with the
10th Recital in that in-house transactions will by their very nature
be non-commercial. Thus, the fact that a health institution tests
samples provided by a third party – whether or not a fee is charged
- means that the activity cannot truly be considered to be in-house
and therefore exempt under Article 1.5. 

Finally, as you know, the MHRA has already produced general
guidance on the IVD Directive. This is available on our website.
You may also wish to know that we are in the process of adding to
this additional guidance specifically geared to health institutions.
We plan to put this on our website very shortly.

I hope that this letter is useful to you.

Dr David Jefferys
29 August 2003 ■

MHRA . . . Guidance No. 2
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CPA Close to Being a 

Compulsory Requirement . . .

For those departments who still think they can ignore
accreditation here is a preview of some news spotted on
the DoH website dated 22nd July 2003.

Compulsory Registration in Accreditation
Schemes for NHS Pathology Laboratories
Currently registration for accreditation of pathol-
ogy laboratories is voluntary, except for cervical
cytology laboratories. It is for the most part
overseen by CPA, developed by the Royal College
of Pathologists and other professional bodies
(including the Independent Healthcare
Association), with support from the Department of
Health. CPA is independent from the Department
and other government departments. CPA standards
are compatible with international standards (ISO).

Pathology services are key to timely access to
services and to providing high quality patient care.
Accreditation is a key underpinning of clinical gov-
ernance and quality improvement. Therefore, to
improve clinical governance, raise quality standards
and improve openness and transparency for
patients, all National Health Service pathology lab-
oratories in England should enrol with an appro-
priate accreditation scheme as soon as practicably
possible. 

Further information will be contained in our
document on modernising pathology services,
which will be published in the early Autumn. This
will also give further details about funding for
pathology service modernisation.” ■

Bennett Awarded Distinguished Scientist Award

Congratulations to Cathie Sturgeon and her team who
organised an excellent meeting of the International
Society of Oncodevelopmental Biology and Medicine at
Heriot-Watt University in Edinburgh. The meeting had
some excellent discussion on topics of considerable
interest and ACB News will be reporting several of the
sessions in forthcoming issues. 

One sad aspect of the meeting was that Cathies’
husband, Robert Sturgeon, died just two days before
the meeting. Robert was a member of the organising
committee for ISOBM and will be known to many
readers as he has helped Cathie organise EQAS meeting
over the years. The courage of Cathie and her children,
who all worked unstintingly to ensure the success of
the meeting, will be a lasting testament to Dr Robert
Sturgeon. ■

ISOBM Meeting  

Dr Mike Bennett who trained in Sheffield and has
been an ACB member for 28 years was recently
awarded the prestigious Distinguished Scientist Award
for Outstanding Research Advances in the field of
clinical biochemistry by the National Academy for
Clinical Biochemistry in the USA. The award was 
presented at the AACC National Meeting in
Philadelphia in July, and recognises “individuals who
have demonstrated significant research accomplish-
ments in the field of clinical biochemistry. Award
recipients have made noteworthy contributions to the
understanding of the biochemistry of disease, the
application of the principles of clinical biochemistry,

or the important use of laboratory techniques.”
Mike is internationally recognized for his research

activities, which have focused on inborn errors of metab-
olism, especially disorders of fatty acid oxidation and
lysosomal storage diseases. He has published 160 original
investigative reports and numerous book chapters in
these areas and is a member of the editorial boards of
several influential journals, including Clinical Chemistry,
Annals of Clinical Biochemistry, and Molecular Genetics
and Metabolism. Mike lectured on sudden infant deaths
at the recent Focus 2003 meeting in Manchester, and 
was subsequently interviewed by the BBC’s Newsnight
programme in a feature on cot deaths. ■

James Watt with ISOBM delegates from Poland, Magdalena Chechlinska,
Barbara Slesak and Antonina Harlozinska-Szmyrka.
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The National Patient Safety Agency (NPSA) will widen
its focus to encompass healthcare scientists (HCS’s) and
allied health professionals (AHP’s) following the
appointment of a project manager to look specifically at
these professions. Linda Thompson has joined the NPSA
to promote patient safety amongst these professions and
include them in the development of solutions when
risks to patient safety are identified.

Part of Linda’s remit will be to promote the role of
the NPSA and the patient safety agenda amongst HCS’s
and AHP’s and give the professions a voice within the
agency. She will also look at reporting of patient safety
amongst these professions, and work with these staff
groups to develop solutions to identified patient safety
issues.

One of the functions of the NPSA is to improve the
safety of NHS patient care in England and Wales by
creating and managing the National Reporting and
Learning System (NRLS) for  patient safety incidents.
This will in time enable NHS Staff in England and Wales
to report incidents to the NPSA that they are involved in
or witness. By collecting and analysing this valuable
source of anonymous data, the NPSA will be able to
identify trends and patterns of avoidable incidents,
provide feedback to organisations to enable them to

change practice, help develop models of best practice
and systems solutions at national level, and support
ongoing education and learning.

Matching Patients with Aspects of Care

The NPSA is researching issues relating to patient iden-
tification, such as bar coding in relation to medication,
blood, procedure lists, dietetics and pathology speci-
mens. The NPSA will work with the NHS Information
Authority, the Department of Health and the Welsh
Assembly Government among others to take this work
forward. This research will be UK and internationally
based. During 2003/4 the NPSA will work with SHOT
to identify the root causes of patient and blood mis-
matching in transfusion settings.

The NPSA are committed to finding out more about
the specific patient safety issues facing Healthcare
Scientists.  A patient safety incident is defined as: any
unintended or unexpected incident which could have
or did lead to harm for one or more patients receiving
NHS funded healthcare. 

For further information, please visit the following
website: www.npsa.nhs.uk or contact: Linda
Thompson, Project Manager on Tel: 020-7927-9516.
Email: linda.thompson@npsa.nhs.uk ■

NPSA To Include Clinical Scientists

Royal Society of Medicine

Clinical Cases Meeting
Tuesday 7th October 2003
North Hall, The Royal Society of Medicine, 1 Wimpole Street, London W1G 0AE

14.00 Registration

14.30 A case of poisoning Dr Cathryn Corns, Southend
14.45 Pituitary problem Dr Abubaker Elfatih, Wolverhampton
15.00 A MADDening problem with Statins Dr Trevor Gray, Sheffield
15.15 Tea
15.30 A case from Great Ormond Street Dr Steve Krywawych, London
15.45 Collapsed with hypoglycaemia Dr Pandina Kwong, London
16.00 TPMT genotyping in South Africa Dr Rasaq Olufadi, Cardiff
16.15 Close of meeting

To book please contact: Claire Bowen, Academic Department, Royal Society of Medicine, 
1 Wimpole Street, London W1G 0AE
Tel: 020-7290-3859  Fax: 020-7290-2989  Email: pathology@rsm.ac.uk
Book on-line at: www.rsm.ac.uk/pathology



10 • ACB News Issue 485 • September 2003

General News General News General News General News General News

National Screening Committee Down Syndrome Screening Programme

National Laboratory Conference 
Delivering a Quality National Programme

Friday 26th September 2003 – Cost £25 
National Motorcycle Museum, Coventry Road, Bickenhill, Solihull, West Midlands B92 0EJ

10.00-10.30 Registration and coffee
10.30-10.40 Welcome and introduction Prof Chris Price
10.40-11.00 The national survey of screening practice Mrs Pat Ward
11.00-11.30 Data from the NEQAS surveys Mr Andy Ellis
11.30-12.00 Using software tools to improve screening quality Dr Rick Jones
12.00-12.30 ‘Licensing’ of reagents and software Dr David Worthington
12.30-13.30 Lunch
13.30-14.00 National policy on Down’s syndrome screening Dr Muir Gray
14.00-14.30 Results and conclusions from SURUSS Dr David Worthington
14.30-15.00 Providing first trimester laboratory services Dr David Aitken
15.00-15.30 Tea
15.30-16.00 Quality management of screening

Breast and Cervical screening programmes Dr Julia Verne
16.00-16.30 Discussion
16.30 Close

Further details from: Mrs Pat Ward, 1c Headlands, Kettering, Northants, NN15 7ER
Tel: 01536 481902 . Email: paward@nscdoh.fsnet.co.uk

South Thames Quality Assurance Group 

Annual Meeting 
Friday 21st November 2003

Postgraduate Centre, Kent & Sussex Hospital, Tunbridge Wells, Kent TN4 8AT

Registration and coffee
10.45 Cardiac markers audit in Thames areas David Housley

Current issues in the application of measurement 
uncertainty and traceability to clinical laboratory analysis Mike Sargent
Ultrasensitive micro-array based ligand assays; 
the coming revolution in clinical chemistry Roger Ekins
Lunch

14.00 Creatinine audit in Thames areas Cathryn Corns
14.45 Serum (haemolytic) index tests Phil White/Steve Frost

Urine preservatives used in laboratories in Thames areas Graham Lawson
Discussion

16.00 Tea and depart

To register for the meeting, please send £10 to Graham Lawson, Department of Clinical
Chemistry at the Kent & Sussex Hospital.  
The meeting is free of charge to trainees.
Telephone 01892-526111 X2368.   E-mail: Graham.lawson@mtw-tr.nhs.uk
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Joint ACB Wales and South West & Wessex Regions 

Autumn Scientific Meeting
Thursday 13th and Friday 14th November 2003

The Angel Hotel, Cardiff

Provisional Programme

Thursday 13th November
Opening Address
Dr Owen Crawley, Chief Scientific Advisor to the Welsh Assembly Government

Session 1: 
Paediatrics and the laboratory Dr Graham Shortland, Cardiff
Inherited Metabolic Diseases and Pregnancy Dr Anne Green, Birmingham 
HRT in Pregnancy To be confirmed

Session 2:
Abnormal LFTs in the asymptomatic patient Dr Roy Sherwood, London
Folate, Homocysteine, endothelial function and 
CVD – what is the link? Dr Ian McDowell, Cardiff
Homocysteine and neurological Disease Dr Andrew McCaddon, Wrexham

Session 3:
Members Papers and the Bayer Award

Thursday Evening
Course dinner at the Angel Hotel, Cardiff

Friday 14th November

Session 4:
The Biochemical consequences of Polypharmacy Dr Graham Mould, Guildford
Chemical Incident Investigation Prof Philip Routledge, Cardiff

Session 5:
Monitoring of Immunosuppressive drugs Dr David Holt, London
The provision of an acute toxicology service Dr Ian Watson, Liverpool

Session 6:
All Wales Clinical Biochemistry Audit Group Meeting
South West and Wessex Region Audit Presentation

Registration Fees:  Full delegate (registration Thursday and Friday, Course Dinner
and 1 nights accommodation) £195, day delegate (Thursday) £55, day delegate

(Friday) £40, Course dinner £25
There is no charge for attendance at the Audit session 
which is open to all interested healthcare professionals.

Registration closes 6th October 2003.
For more details contact: 

Catherine Davies, Department of Clinical Biochemistry, Royal Gwent Hospital,
Newport, Gwent NP20 2UB or email Catherine.Davies@gwent.wales.nhs.uk

September 2003 • ACB News Issue 485 • 11
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Research Practice in Laboratories 

& Evidence Based Medicine
Royal College of Pathologists

London, 5th December 2003

10.45 Registration and coffee

Chair: Ms Janet Smith, Chair of ACB, University Hospital Birmingham
11.00 Establishing a new diagnostic test

Prof Chris Price, Bayer Diagnostics UK
11.30  Minimising analytical factors in clinical trials 

Dr Julian Barth, Leeds General Infirmary
12.00 Clinical decision making based on laboratory results: 

problems of uniformity in a multi-centre project such as HAPO
Prof Liz Trimble CBE, Queens University, Belfast

12.30 Monitoring glycaemic exposure over 25 years in the UKPDS
Dr Susan Manley, University Hospital Birmingham 

13.00 Lunch

Chair:  Dr Graham Beastall, Vice President Royal College of Pathologists, Glasgow Royal Infirmary
13.45 From evidence to guidelines – management of patients with diabetes

Dr David Sacks, Harvard Medical School, US
14.30 Consulting a statistician before you start

Mrs Irene Stratton, University of Oxford 
14.45 Asking the right questions as a clinician |

Professor Desmond Johnston, Imperial College, London 
15.00 Introducing the UK Biobanks research program

Prof Bill Ollier, University of Manchester
15.20 Identifying the role of the clinical laboratory in research

Dr Richard Sullivan, Cancer Research UK
15.40-16.15 Discussion with panel of invited speakers
Chair:  Professor William Fraser, Royal Liverpool University Hospital

Sponsored by the Royal College of Pathologists and the Association of Clinical Biochemists 
4 CPD credits available. Email: susan.manley@uhb.nhs.uk for registration by 31st October 2003

ACB, North West Region

Regional Audit Meeting
Postgraduate Centre, Trafford General Hospital, Moorside Road, Davyhulme

30th September 2003  

15.00   Audit of lipid reporting in the North West               Dr A M Hassan, Manchester Royal Infirmary
15.15  Lipid reporting, consumer aspects           Dr A Hutchesson, Bolton Royal Infirmary
15.30 National audit of information supplied with GP requests          Ms K Smith, Glasgow Royal Infirmary
15.45   An audit of dyskalaemia                               Dr C Vanheynigen, Aintree Hospitals
16.00   Tea
16.30 Audit of service provision for the poisoned patient           Mr E L Robinson, Wythenshawe Hospital
16.45  Troponins revisited                                        Dr A W Stott, Royal Liverpool Hospital
17.00 Re-audit, postoperative fluid balance in an 

orthopaedic setting  Dr I Watson, Aintree Hospitals 
17.15 Audit of incident reporting                                      Miss C Humphries, Manchester Royal Infirmary
17.30  Improving patient care through audit                      Dr G Ayers, Manchester Royal Infirmary
17.45 Concluding remarks
18.00 Dinner and Exhibition

To register please email: ian.laing @cmmc.nhs.uk or telepone 0161 276 6318
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CE Marking and the
IVD Directive
By Sue Spencer, Director, Cascade Consulting

What is the IVD Directive?

The IVD Directive is the latest in the family of medical device directives
and applies to all devices which meet the following definition;

‘in vitro diagnostic medical device´ means any medical device which is a reagent,
reagent product, calibrator, control material, kit, instrument, apparatus, equipment, or
system, whether used alone or in combination, intended by the manufacturer to be used
in vitro for the examination of specimens, including blood and tissue donations, derived
from the human body, solely or principally for the purpose of providing information:
-  concerning a physiological or pathological state, or
-  concerning a congenital abnormality, or
-  to determine the safety and compatibility with potential recipients, or
-  to monitor therapeutic measures.

The European legislation was originally written to promote free trade
and prevent countries applying technical requirements to diagnostics,
which favoured the home market.  In order to facilitate free trade
throughout Europe the products have to be safe and meet a set of
minimum safety criteria called the Essential Requirements.  The visual
outward sign that a product meets the Directive is a CE mark applied to
the labelling and instructions for use.

From the 7th December 2003 all products which meet the definition
of an IVD must meet all the requirements of the Directive to be legally
provided.  Manufacturers of products which do not are committing a
criminal offence under the Consumer Protection Act and can be found
in UK in the Medical Devices Regulations 2002 (SI 2002 No.618).  It is
important to note that the legislation applies to product which is sold or
given away.

Does CE Marking Apply to Me?
The Directive includes two important phrases:

(10) Whereas, having regard to the principle of subsidiarity, reagents which are
produced within health-institution laboratories for use in that(1) OJ C 136,
4.6.1985, p. 1.(2) OJ L 189, 20.7.1990, p. 17. Directive as last
amended by Directive 93/68/EEC (OJ L 220, 30.8.1993, p. 1). (3) OJ
L 169, 12.7.1993, p. 1. environment and are not subject to commercial
transactions are not covered by this Directive;

(11) Whereas, however, devices that are manufactured and intended to be
used in a professional and commercial context for purposes of medical analysis
without being marketed are subject to this Directive;

Practical advice by Sue Spencer for anyone who
analyses samples for other “legal entities” using
“in-house” reagents or equipment and wants to
carry on after 7th December

This article was
written before
the additional
29th August

guidance from
MHRA, which

gives existing
in-house assays
an extension to
7th December

2005
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Article 1 (5) This Directive shall not apply to devices manufactured and used only within the
same health institution and on the premises of their manufacture or used on premises in the
immediate vicinity without having been transferred to another legal entity. This does not affect
the right of Member State to subject such activities to appropriate protection requirements.

The question has always been what constitutes a health care institution and what
constitutes professional and commercial service and does it apply to the NHS?

On 2nd July 2003 MHRA sent a letter to Chief Executives of hospital trusts which
states:

The IVDD does not define “health institution” but we interpret it to include an NHS Trust.
Bearing this in mine, we have identified four basic scenarios that may apply to your Trust. These
are set out below, with our interpretation of how the IVDD and Regulations apply.

Scenario 1

A health institution manufactures an IVD in-house and uses that IVD 
in-house, to test samples provided by patients within that healthcare institution,
either on the premises of manufacture of the IVD or on nearby premises.

We believe this scenario falls squarely within the exemption allowed for by Article
1.5 of the IVDD and therefore the IVDD and Regulations do not apply.

Scenario 2

A health institution manufactures an IVD in-house and uses that IVD in-house,
to test samples provided by patients within that healthcare institution, but not on
the premises of manufacture of the IVD or nearby premises.

Because the IVD is not used on the premises of its manufacture or on nearby
premises the exemption does not kick in and the IVDD and Regulations will apply.

Scenario 3

Health Institution A manufactures and uses an IVD to test patient samples
provided by another legal entity.

In this case the device is not being used “within” the same health institution
because it is being used for the provision of services to a third party (i.e. the testing
of third party samples). Our view is therefore that the IVDD and Regulations apply
and Health Institution A will need to comply with the relevant requirements. This
remains our view regardless of whether or not it is providing this testing service as
part of a commercial transaction.

Scenario 4

A health institution manufactures an IVD and transfers it for use to another legal
entity, either free or in return for payment.

In this case, it is our view that the IVDD and Regulations apply, since the IVD is
effectively being placed on the market by its transferral to another legal entity.
We have also been asked how the IVDD applies to an organisation, which is not a
health institution, but which manufactures and uses an IVD without actually placing
the device on the market. An example would be a commercial testing centre which
provides pregnancy testing services direct to the public.

This situation is outside the scope of the exemption for health institutes referred to
in Article 1.5 of the IVDD and therefore the organisation would have to comply with
the provisions of the IVDD and Regulations.
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First . . . Audit Your In-House Methods
MHRA have taken sometime to come to their opinion and have sought legal advice
so the position is unlikely to change. Although the Directive was originally written
to promote free trade it also seeks to introduce a level playing field of public safety as
it relates to diagnostic products which is very much part of MHRA’s role. 

NHS trusts need to look at how they are operating their diagnostic services and
perform an audit to determine if they have any “home brew” assays, which may fall
under this Directive. They then need to determine, using the scenarios above, if they
must meet the Directive.

CE Marking . . . What You Need to Do?
Once you have determined you have an IVD needing a CE mark this is what to do.
Firstly you must classify it to determine the perceived risk of a device and in Annex
II there is a classification system.  Annex II List A contains the highest risk devices
and list B contains the moderate risk devices. There are additional rules for self test
devices – which may be the main category for a clinical laboratory.  

Annex II List A

Annex II List B

Note that only analytes specifically listed are included in a class, so for example PSA
is the only cancer marker in Annex II List B.  

• Reagents and reagent products, including related calibrators and control materials, for
determining the following blood groups: ABO system, rhesus (C, c, D, E, e) anti-Kell.

• Reagents and reagent products, including related calibrators and control materials, for the
detection, confirmation and quantification in human specimens of markers of HIV infection 
(HIV 1 and 2), HTLV I and II, and hepatitis B, C and D.

• Reagents and reagent products, including related calibrators and control materials, for
determining the following blood groups: anti-Duffy and anti-Kidd.

• Reagents and reagent products, including related calibrators and control materials, for
determining irregular anti-erythrocytic antibodies.

• Reagents and reagent products, including related calibrators and control materials, for the
detection and quantification in human samples of the following congenital infections: rubella,
toxoplasmosis.

• Reagents and reagent products, including related calibrators and control materials, for
diagnosing the following hereditary disease: phenylketonuria.

• Reagents and reagent products, including related calibrators and control materials, for
determining the following human infections: cytomegalovirus, chlamydia.

• Reagents and reagent products, including related calibrators and control materials, for
determining the following HLA tissue groups: DR, A, B.

• Reagents and reagent products, including related calibrators and control materials, for
determining the following tumor marker: PSA.

• Reagents and reagent products, including related calibrators, control materials and software,
designed specifically for evaluating the risk of trisomy 21,

• The following device for self-diagnosis, including its related calibrators and control materials:
device for the measurement of blood sugar.
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Most In-House Assays are Self-Certification

The vast majority of IVD’s are not listed in Annex II and are sometimes described as
“self certification” products.  All devices require technical documentation to be
compiled as described in Annex III to prove that the device meets the Essential
Requirements described in Annex I of the Directive.  The Essential Requirements are
a list of minimum safety requirements, which must be met and include both techni-
cal and labelling requirements; the volume of technical documentation required is
proportionate to the risk of the device.  

Essential Requirements Checklist
All IVD’s have to meet the minimum set of safety requirements of the Directive and
there needs to be documentary evidence that these have been met. Companies
normally prove compliance with the Directive by preparing an Essential
Requirements checklist. This is a matrix which lists the Essential Requirements and
then describes the standards the manufacturer has applied and details the technical
documentation the manufacturer considers prove compliance with the Directive;
alternatively the manufacturer may cite a reference to a location where supporting
technical documentation or data can be found.

All products have to be designed manufactured and labelled under a quality
system.  The “harmonised standard” for quality systems is ISO 13485, but unless
products are classified as high risk this does not have to be approved by an external
organisation or Notified Body. CPA accredited labs are operating to a quality
system; however, they would need to introduce procedures for vigilance and post
market surveillance and review complaint handling and corrective and preventive
actions to meet the Directive.

The first five essential requirements all talk about risk and a risk analysis is one of
the key exercises which need to be completed to meet the requirements.  There is a
standard ISO 14971 to help guide you; however, risk analysis is a new technique and
many people need additional guidance or training to get started.

For each class of device there are a number of different routes which a manufac-
turer may select to prove compliance with the Directive.  The higher risk devices
require a review by an external agency, called a Notified Body.  Self certification
products i.e. those not listed in Annex II list A or B or self tests do not require a
notified body; companies have to pay the Notified Body to conduct the audit.

The associated cost for CE marking each class of device is summarised below;

Classification of Product

Costs and resources to be considered:

Annex II List A 

• Time to compile risk analysis and technical documentation plus addition procedures
such as vigilance and post market surveillance.

• Any addition lab testing to meet the CTS or essential requirements.
• Design dossier review and quality audit by a notified body approx £400/day.
• Batch release by notified body of each Lot approx £1500/batch.
• Registration with MHRA £70 per application one form can list multiple products.



Current Topics Current Topics Current Topics Current Topics Current

18 • ACB News Issue 485 • September 2003

Conclusion
If laboratories currently have all the data to meet the essential requirements CE marking will involve:

• An administrative exercise to gather the information into a technical file to prove compliance.
• A risk analysis exercise.
• Modification of the laboratory quality system to deal with the new vigilance reporting 

requirements.
• Registration with the MHRA and a Notified Body audit for high risk devices.

This article is designed to set the scene so that you can get a feel for what the IVDD entails and
enable you to determine what the regulations are and if they affect you.  It is not possible to give
an exhaustive guide to the Directive so a reference section is provided which gives sources of other
information and where to look for further help and guidance.

Laboratories are advised to determine if the legislation affects them. Regardless of the decision
made it is advised that this decision and associated rationale should be documented and reviewed
when ever the service is changed.

References

Copy of the IVD Directive http://europa.eu.int/smartapi/cgi/sga_doc?smartapi!celexapi!
prod!CELEXnumdoc&lg=EN&numdoc=31998L0079&model=guichett

MHRA introduction to the  http://www.medical-devices.gov.uk/mda/mdawebsitev2.nsf/
IVD Directive webvwIndex/0B61F6FE70183A5900256AC3003AB40E?OPEN
MHRA Guidance on http://www.medical-devices.gov.uk/mda/mdawebsitev2.nsf/
Registration webvwIndex/3BCE74099FA5A8A200256B550075BC5A?OPEN
MHRA list of http://www.medical-devices.gov.uk/mda/
UK Notified Bodies mdawebsitev2.nsf/webvwSearchResults/830D7

830D7042368A257A00256A8F00364E1D?OPEN
BIVDA website http://www.bivda.co.uk
EDMA http://www.edma-ivd.be/
IVD Technology Article on http://www.devicelink.com/ivdt/archive/03/04/008.html
how to CE mark 
Cascade Consulting website http://www.cascade-consulting.com

Thanks to Sue Spencer who wrote this for ACB News at very short notice. For those of you 
who need professional help, Sue’s email is: sue@cascade-consulting.com ■

Annex II List B 

• Time to compile risk analysis and technical documentation plus addition procedures
such as vigilance and post market surveillance.

• Any addition lab testing to meet the essential requirements.
• Review of technical file and quality audit by a notified body approx £400/day.
• Registration with MHRA £70 per application one form can list multiple products.

Other “Self Certification” Devices 

• Time to compile risk analysis and technical 
documentation plus addition procedures such as vigilance and post market surveillance.

• Any addition lab testing to meet the essential requirements.
• Registration with MHRA £70 per application one form can list multiple products.



Beckman Coulter is about to launch the world’s fastest Immunodiagnostic System.
Take a break at the Beckman Coulter Express Coffee Bar and see it first at the
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Question No. 31
The normal pH of plasma is 7.40: the minimum pH of urine is 4.5.
Assuming an average urine volume of 1.5L/24h, estimate the limit of 
titratable acidity of the urine, indicating what assumptions you make.

MRCPath, May 1999

Deacon’s Challenge
No. 30  Answer
A standard has to be made up containing 100 mg dextropropoxyphene (Mol. Weight 339.5) per litre. 
How much dextropropoxyphene napsylate (Mol Weight 565.7) must be weighed out to make 100 mL of
standard solution?

MRCPath, May 2003

First calculate the millimolar concentration of dextropropoxyphene in the standard:

Concentration (mmol/L)     =     Concentration (mg/L)  =    100 = 0.295 mmol/L  
MW dextropropoxyphene        339.5

The millimolar concentration of dextropropoxyphene amd dextropropoxyphene 
napsylate will be the same. To calculate how much dextropropoxyphene napsylate
must be weighed out (in mg) multiply the millimolar concentration by the molecular
weight of dextropropoxyphene napsylate:

Concentration (mg/L) = Concentration (mmol/L) x  MW dextropropoxyphene napsylate

=    0.295    x    565.7      =      166.9 mg/L

To prepare 100 mL of standard, weight required  =  166.9 = 16.7 mg  (to 3 sig figs)
10
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F
ocus social events are the most enjoyable part of the
annual meeting (hope my boss doesn’t read this) with the
chance to meet old friends in a convivial atmosphere.

There is usually an event which is centred on beer drinking
(preferably real ale) and this year was no exception. So I booked
for the above tour on the registration form but was
disappointed not to receive a ticket in my registration pack.
However, I will be eternally grateful to Nikki and the girls on
the registration desk who obligingly slipped me a ticket
surreptitiously when they saw how distressed I was.

So on Tuesday evening we set off from the Manchester
International Conference Centre on the bus at 1830hrs with
eager anticipation and a thirst (for knowledge as well as beer)
and shortly arrived at a large brewery which resembled an
industrial chemical complex rather than an historic brewery
with a sign at the entrance saying “Scottish Courage Brewery”.
Not a prepossessing site for real ale drinkers. Worse still there
appeared to have been a major incident under way involving fire
engines, police, paramedics, many others in fluorescent jackets
and no way were they letting us in! After much disgruntled
muttering from the disappointed boozers about the wrong
brewery the bus driver confirmed by phoning his depot that we
were at the correct brewery. The Focus organiser on the bus
then confirmed with the man on the gate that this was not the
correct brewery and they were definitely not expecting a bus
load of thirsty biochemists on a tour so p*** off!

Mohican’s in Manchester
A further phone call by the organiser elicited the address of
Hyde’s Brewery thankfully not far away and after a short drive
we were deposited outside the correct premises. We had waited
in the cold for about 20 minutes when a lady appeared who
introduced herself as the HR manager, explained that the tour
guide had not turned up yet and took us to the hospitality suite
and served us some very welcome beer while we waited.

A thin, six foot six inch tall Mohican in leather jacket and
jeans appeared - our tour guide. Knowing that we were
biochemists he asked if anybody could tell him how starch is
converted into sugar because he had always wanted to know
that and he warned us not to ask any difficult questions. The
tour commenced and after learning a lot about his philosophy
of life and next to nothing about brewing and the brewery by

Brewery Tour With 
a Difference
Reported by Alan Rumley, Glasgow

"Take a tour of Hyde’s
historic brewery and

learn about the art of
brewing. Sample some
of the ales and then
finish off the evening

with a curry at
Sangam’s Indian

restaurant"
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common consent we agreed with his proposal to cut the tour short
and return to the bar for more beer. We were able to sample all of
the various excellent brews made on the premises, five different
ones I think (its all a bit hazy now). The humour of the group had
improved considerably after more beer was consumed and a pint
pulling competition was held. The winner was yours truly thanks
to some expert coaching by the barmaid and the prize was ten
bottles of Hyde’s beer with four for the runner up. 

Unlimited free beer was now available but unfortunately we had
to tear ourselves away to be bussed to the Indian restaurant where
we met up with a group of sober people who had preferred an
evening at the Velodrome (well it takes all sorts I suppose). We
were served lots of very good Indian food and more beer and were
taken back to our hotels inebriated, full of curry and contented and
some even managed to go to the hotel bar for more drink!

A splendid time was had by all. So, many thanks to the Focus
organisers and although in the early part of the evening before
things picked up it was said a few times, they avoided the ultimate
judgment of incompetence that “they couldn’t organise a piss up
in a brewery”. ■

Relaxing with lager and curry after the very different brewery tour
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T
here is a need to establish objectives for all standing committees.
The timescale will be to submit plans to the Chair of the Association
before the next Council meeting on 2nd October 2003.  The plans

will be implemented in a January to December cycle to coincide with the
Annual Report.  Publications Committee have been doing this for several
years and agreed it was useful, especially the financial aspects.

Review of Regional Activities and
Involvement in Strategy
A range of innovative activities are going on at regional level and it was
agreed that these experiences should be shared with Council, in order to
raise awareness and share with other Regions.  All Regional representatives
were asked to report to the next Council meeting the issues they are proud
of and those areas where they are experiencing problems.

Regional websites were discussed and the possibilities of having regional
areas on the ACB website or having links on the ACB website to the
regional sites.  It was decided that there is a requirement for a corporate
style and a view from the Association Executive on how websites should
develop.  

Establishment of a Government Officer
The Association Chair is drawing up a job description for a Government
officer whose roles will include scanning DOH website, maintaining a list of
members who have the expertise and are prepared to comment on issues,
and will liaise with BIVDA.  This is important in the area of NICE and NSF
initiatives and research grant opportunities. The Scientific Committee is cur-
rently carrying out some of these roles e.g. registering the Association for
involvement in relevant NICE guidelines.  

National Occupational Standards
Dr McCreanor gave a brief update of progress with the Occupational
Standards project.

Function maps have been drawn up for generic, common and specialist
standards.  These have been field tested at a range of different hospitals and
the standards have been re-written to take account of comments.  Assessment
guidance is being developed and the standards will be piloted in September
2003.

Regional Boundaries
The Association Secretary has revised the rules and moved Northamptonshire
into Trent and Southampton into South West & Wessex.

Emphasis on the
Regions
Reported by Gwyn McCreanor,  Assistant Secretary

Report of the
Association

Council held on
Thursday 12th

June 2003
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Pathology Modernisation
The final draft of the document is circulating among the implementation guidance group
and should be published in July.  Some money will be available over the next 3 years, dis-
tributed to Strategic Health Authoritiess, to help set up diagnostic strategies, including
imaging and therapies.

Diagnostic and Treatment Centres (DTCs) were discussed.  Concerns were raised about
centres being set up without Pathology involvement.  Dr Freedman reported that she is the
RCPath representative on the CHI steering group for standards for DTCs.  Communication
with PCTs needs improving and the Regional ACB and College committees should work
together to achieve this. 

State Registration
State registration rules have gone to the Privy Council and the Register will open on 9th
July using the new rules.  ACS assessments are ongoing and the standards are exceptionally
high.

Medical Input into the Association
Several names of individuals who could provide medical input into the association have
been put forward and a meeting will be held at the end of June.

A suggestion was received  from the SAC of RCPath that ACB Executive should meet with
the College to discuss joint working on areas such as workforce planning, education
&training and liaison with professional bodies.  Discussion continued about Medical
Consultants who are not ACB members, and Regions were asked to consider how many
such individuals are in their region. 

Review of Working Relationship with Corporate

Members
Task forces are to be set up to discuss the future of Focus after Euromedlab 2005 and
explore the development of promotional strategy and the value of laboratory medicine.

Screening
The National Screening Committee review of screening includes Downs Screening.  Prof
Chris Price chairs the Laboratory Group and Dave Worthington is the Officer for the
Laboratory Group.  Prof Price will ask Dave Worthington to write an article for ACB News.  

Report from AGM
Honorary Members for 2003 are Dr CG Fraser and Dr LJ Kricka.
Emeritus Member for 2003 is Mr BL Smith.
Mr C Weinkove, Dr HT Delves and Dr J Seth were accepted as Fellows of the ACB.

Award Lectures for Focus 2004
Council was asked to approve the Focus 2004 awards:
Roche award – Dr Jeremy Squire (Canada) – Microarrays in cancer diagnostics
Konelab Award – Dr Patrick Garnero – Bone markers 
ACB Foundation Award – Dr Mike Wheeler – Androgens/sport
AACC Transatlantic Lecture – Dr Robert Christenson – Natriuretic peptides.

Education Committee
Education Committee has reviewed and updated its Grade A and Grade B documentation.
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A training day on Informatics and Point of Care Testing has been arranged for the
autumn.

Focus 2004 topics are:
• Metabolic Bone Disease 
• Screening.  

Training Day Topics at Focus 2004 are:
• Porphyria
• BNP and Heart Failure
• Hypertension and Obesity
• Metabolic Screening

Publications Committee
Stephen Halloran announced that he will be stepping down as editor-in-chief of the Annals
of Clinical Biochemistry in 12 months time, a replacement is yet to be appointed.  Council
approved new Annals appointments of Ed Lamb and Mike Badminton.

Scientific Committee
An advert for scientific scholarships was placed in the June edition of ACB News.  

Liaison with other organisations is ongoing and Dr R Hill is responsible for reviewing
NICE website and passing documents to the appropriate persons within the ACB for
comment.

Trainees Committee
Paediatric training and opportunities for future posts were discussed.

Workforce Advisory Committee
WAC met on 7th May and minutes were not available. A detailed report will be sent to ACB
News.  

HCS Awareness week is 17-22 November 2003. It will be a locally-driven initiative so
regions need to ensure local awareness. Mike Hallworth has written to chairmen of ACB
regions to suggest they give this a high level of publicity.

Paediatric secondment for Grade A trainees in London was raised as a problem as there is
only one training centre which cannot cope with the increasing numbers of trainees.

Royal College of Pathologists
Training posts were discussed and although extra posts have been introduced there was
dismay that these have been allocated on a weighted capitation basis.  There were also
concerns that NTNs were being placed in departments without medical consultants.

The paper concerning the delivery of abnormal results to GPs has been sent to RCGP for
comment.

MRCPath is regulated by the Blue book and this is to be re-written and put on the
website.  Council were asked to submit comments to Dr Gray by the end of June. ■
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England . . . Not Wales OK!

In the article on Improving Working Lives, Anthony
Walsh goes on happily about ‘all NHS organisations’
and ‘Every manager’ without making it clear that on
this the Department of Health is speaking only for
England.  At least, my Director of Human Resources
here in Cardiff assures me that in Wales the IWL targets
are merely aspirational [trans: we would like to but we
don’t have the money] and that the Welsh Assembly
have not signed up to them. I understand that the same
is true for Scotland and Northern Ireland. I know
Whitehall has a problem in taking on board that they
don’t speak for the rest of the world  so it behoves us,
or rather you, to make it clear what applies to England
and what applies to the rest of us.  In particular, because
it is quite confusing, and we look at the Focus briefings
to get it right.

Graham Read
Department of Medical Biochemistry
University Hospital of Wales
Heath Park
Cardiff CD14 4XW

Pilot EQA Scheme for TPMT

Phenotyping

A Pilot UK NEQAS for TPMT Phenotyping is being
established jointly by UK NEQAS Birmingham and
the TPMT service at the Clinical Chemistry
Department, City Hospital Birmingham.

At present there is no EQA scheme for TPMT
activity assays anywhere on the world stage.  Since
the number of analysing laboratories in any one
country is likely to remain small, we are setting up a
pilot scheme open to international participation to
address this growing and important area.

Red blood cell activity of thiopurine S-methyl
transferase (TPMT) is used to assess patients prior to
commencing treatment with drugs such as azathio-
prine.  TPMT metabolises thiopurines to inactive
metabolites.  The enzyme displays genetic variation
and patients who lack TPMT activity, or have reduced

levels, require dose alteration to ensure optimal treat-
ment while minimising side effects. Red blood cell
lysate TPMT activity can be used to identify these
patients and ensure appropriate treatment.

If you would like to participate in this scheme,
please contact Jane French at TPMT@ukneqas.org.uk
to receive further details. It is anticipated that the
first sample distribution will occur in January 2004,
followed by distributions every two months.

Loretta Ford
Department of Clinical Biochemistry
City Hospital
Dudley Road
Birmingham B18 7DH
loretta.ford@swbh.nhs.uk

Jane French
UK NEQAS
PO Box 3909
Birmingham B15 2UE
TPMT@ukneqas.org.uk

Joint Organisers, TPMT International EQA Pilot 

Recovery Calculations are

Over-Optimistic

I was very interested in the recent worked example
describing recovery calculations in immunoassay
(Deacons Challenge, Question 27, June 2003 ACB
News) because it reminded me of concerns I have
about a different calculation method to be found in
the literature accompanying some commercially
available immunoassay kits. An example will
illustrate my point:

A sample, whose intact PTH concentration is 516
pg/mL, is ‘spiked’ 1 to19 with a 1720 pg/mL
solution of intact PTH; after assaying the mixed
sample, the new concentration was found to be 560
pg/mL. What is the recovery of PTH? (data from
DPC Immulite 2000 intact PTH kit insert, dated June
8, 2000).

Letters
Readers speak out

?
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According to the ‘Deacons Challenge’ method, the
recovery is 81.4%: ‘spike’ added to sample is 1/20th
of 1720 or 86pg/mL; addition of ‘spike’ to sample
dilutes the latter so that true basal PTH concentration
is 19/20ths of 516 or 490pg/mL; recovery is
therefore(‘spiked’ result-corrected basal)/ ‘spike’
concentration or (560-490)/86 i.e. 81.4%) whereas
recovery according to the method used by DPC is
97.2% (“expected” result consists of 1/20th of
‘spike’ solution concentration plus 19/20ths of the
basal concentration or 86 + 490 i.e. 576pg/mL;
“observed” result is 560pg/mL and recovery is
calculated as “expected”/“observed” which in this
case is 97.2%). A similar pattern emerges from a
June 2002 ‘UK NEQAS for steroid hormones’
recovery experiment for DHA sulphate, in which

recoveries for the DPC Immulite 2000 kit were
correctly calculated as 81.7%, a far cry from the
manufacturers claim of 97%.

It is largely because they incorporate basal analyte
concentration in the formula that recoveries
calculated using the “expected”/“observed” method
are over optimistic, which clearly leads to false
confidence in the immunoassays performance. If,
however, anybody is aware of the theoretical
justification underpinning the use of that method, I
would be very interested to hear from them.

Mr Mike McConway
Institute of Biochemistry
Glasgow Royal Infirmary
Glasgow  G4 0SF

National Metabolic Biochemistry (Biochemical Genetics) Network

Quality Assurance Workshop
The Network is organising an annual series of quality assurance workshops 
for laboratory personnel involved in the provision of specialist QA schemes 
for inherited metabolic disorders.

The first one will take place on October 22nd 2003 in Sheffield.  
The agenda includes: 

•  Inborn errors proficiency scheme for the UK and Scandinavia 

•  The National Mucopolysaccharide (Glycosaminoglycans Scheme)
•  Interpretation of quantitative amino acid analyses

For further information, contact Jim Bonham on Email:  jim.Bonham@sch.nhs.uk or
Fax: 0114-276-6205.

ACB Trent, Northern and Yorkshire Region 

Research in Clinical Biochemistry 
Tuesday 14th October, Scunthorpe

Including the following attractions: 
Professor Ian Young, Belfast Professor Bill Fraser, Liverpool 
Dr Eric Kilpatrick, Hull Dr Danielle Freedman, Luton and Dunstable 
Dr Dermot Neely, Newcastle 

The meeting will also include the Geoffrey Walker Award. 

For further details please contact Ian Hanning on 
Email: ian.hanning@hey.nhs.uk or Tel: 01482-607716
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To advertise your vacancy contact:
ACB Administrative Office, 130-132 Tooley Street, London SE1 2TU

Tel: 0207-403-8001  Fax: 0207-403-8006  Email: ACBNewsAdverts@ACB.org.uk

Deadline: 26th of the month prior to the month of publication

Training Posts: When applying for such posts you should ensure that appropriate supervision and training support will be available to enable you

to proceed towards state registration and the MRCPath examinations. For advice, contact your Regional Tutor.

The editor reserves the right to amend or reject advertisements deemed unacceptable to the Association. 

Advertising rates are available on request



Plan your next move.

Behind you for infectious
disease diagnosis.

Diagnostic Products Corporation - UK, Glyn Rhonwy, Llanberis, Gwynedd, LL55 4EL

DPC offers

Panels focused on disease management

A broad Hepatitis B virus panel on a random access instrument

A complete panel of ToRCH assays

Automated random access H.pylori IgG assay

With a menu of almost 100 immunoassays, state-of-the-art random
access instrumentation, and world class customer service you can't
find a better partner for infectious disease testing.

Visit www.dpc-web.com for more detaills.
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www.abbott.com

Abbott Diagnostics

When ‘Doing the Job’ is not enough...When ‘Doing the Job’ is not enough...

Abbott Diagnostics
www.abbott.com
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