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.-._.-._-.-._._._._._._._._._._._.-_.-.-.-.-._.-._._._._._._._._._.-._._.-.-.-.-.-.-.-.-._._.-._._.-. 

Dear Doctor, 

GRO-B 
-._._._._.-._._._._.-

Variant Creu,t rbd't-3a11 Disease (vCJD) and Plasma Product's 

You will be aware that an exercise is underway to trace and inform patients 
who have received batches of plasma products prepared from plasma donated 

by people who later developed vCJD ( )D 'implicated batches'). Haemophilia 
doctors and immunologists caring for patients with primary immunodeficiency 
have been asked to trace patients who have received sufficient of the 
implicated batches to be considered 'at-risk for public health purposes. 

The Health Protection Agency's Communicable Disease Surveillance Centre 
(Collndale) Is handling the patient notification in England. Wales and Northern 
Ireland. The Scottish Centre for Infection and Environmental Health is handling 
this notification in Scotland. 

I am writing to inform you that your patient [as attached) falls into this group 
of patients who are being asked to take special precautions to reduce any 
possible risk of further transmission of vC:]D. 

Your patient has been asked,

i not to donate blood, tissues or organs 

• to inform people providing their medical, surgical or dental treatment so 
any special procedures recommended for the instruments used in their 
care can be arranged., and to consider informing their family in case 
emergency surgery Is needed in the future. 
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As part of these public health measures I should be crateful if you '1,:ould: 

record the patients vCJD 'at-risk` status and the special precautions 
required in their primary care record, 

• include this information in any referral letters should the patient require 
certain surgery or other invasive medical procedures ( guidance on 
infection control for any patient who is considered 'at-risk of vCJ D was 
published by the ACDP TSE Working Group in 2003: 
http://www.advisorvbodiesdoh. o r.ulc acdcaltsepuidaincefIndex.htm) 

• check if the patient has undergone any surgery within the past 12 
months at other hospitals. If they have, please lime with your local 
I-lealth Protection Team in order to ascertain whether any further action 
needs to be taken. 

Being identified as ät-risk for publk health purp-Dses should not compromise 
the clinical care your patient receives In any way. However you may wish to 
consider your patient's 'at-risk' status should they develop symptoms indicative 
of vCD. 

I enclose copies of the ''Clinical Information' and 'Information for Patients, 
developed by the Health Protection Agency alongside the Scottish Centre for 
Infection and Environmental Health, that contain detailed information about 
the special precautions to be taken and the background to this notification, as 
well as useful links. Your patient has already been given a copy of the patient 
information sheet. 

Please do not hesitate to contact roe should you require any further 
information. 

Yours sincerely 

- -- - .-.-.-.---.-.-.-.- ,-. -. - --
GRO-C GRO-C -------------------------------- 

GRO-C i.-._._.-.-.-.-.-.-._._._._._.-._._.-.-.-.-.-.-...; GRO-C 

Professor CA Lee Or Simon Brown Cir `fyrihr ~yirin-Y Chrisrtfrearrir ii
. . . . .

Director Consultant Haematologist Associate Specialist Nurse Consultant 

Enclosure 
Clinical Information 
Information for Patients 
Letter to patient 

Copy made on: 29/07/2020 

WITNO644118_0002 



GRO-B 
GRO-B 

-._._._._._._._._._._._._._. 

~.,.,.,.,...........I........., ., .------- ------------------------
~GRO-B 

20th September 2004 

IMPORTANT INFORMATION. 

Dear! _GRO-B , 

Variant Creutzfetdt-]akob Disease (vCiD) and Plasma Produce 

This letter is Ding sent out to all patients and the parents of children with 
haernophilia, other bleeding disorders and congenital antithrombin III 
deficiencyr. It gives new information about certain plasma products available 
between 1980 and 2001, the possible risk of vC1D and the need for 
precautionary health care measures following certain medical procedures and 
surgical operations. 

This information (does NOT afFect ALL patients. 

PATIENTS AFFECTED by this information are those with, 
haemophilia, other bleeding disorders or congenital antithrombin III 
deficiency who received treatment between 1980 and 2001 with 
clotting factors or antithrombin manufactured by the UK Rio Products 
Laboratory (BPL) or the Protein Fractionation Centre (PFC) of the 
Scottish National Blood Transfusion Service (SNBTS) using plasma 
pools sourced from the UK. These include concentrates of factor VIII, 
factor IX, factor VII, factor XI, factor XIII and prothrombin complexes 
as well as antithrombin. 

PATIENTS NOT AFFECTED by this Information are those who have 
only ever received recombinant products, UDAVP (desm0pressin), 
clotting factors or antithrombin made with non -UK sourced plasma, or 
who have never been treated. 

If you have ever received a blood transfusion or immunoglobulin this is 
treated differently and is not covered in this letter, 

We realise this information creates uncertainty and may cause you concern. 
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It is important for everyone to read the rest of this letter and the enclosed 
'Information for patients' that has been prepared to help you understand this 
changing situation, 

What has happened? 

You may be aware of product recalls In 1997, 1999 and 2000 when donors 
who provided plasma used to make clotting factors or antith,rombin were 
subsequently found to have vCiD. These previous notifications involved 
products made by the Bio products Laboratory in England and the Scottish 
National Blood Transfusion Service, You may have been Informed at the time. 

We are writing, to you now to give you further Information about these and 
about further batches of clotting factors or antithrombin that have been made 
using plasma from donors who later developed vC D,; what action is being 
taken; and to offer you the opportunity to discuss this with us. None of these 
batches are now in use. 

Who is looking into this? 

The CD Incidents' Panel (the Panel) is an expert committee set up by the UK 
Chief Medical Officers to advise on Incidents of possible transmission of CC 
through medical procedures. These include treatment with blood or plasma 
products. When people are diagnosed with vCJD, any blood donations they 
have given are traced. The Panel has reviewed in detail all batches of plasma 
products known to date to have been made using plasma from donors who 
later developed vCJD. We refer to these below as 'implicated' products and 
batches. 

What is the risk from these implicated products? 

The Panel has used scientific evidence and e~pe t, opinion, together with 
information from the plasma product manufacturers, to examine the possible 
risks to health from having received implicated plasma products. This risk is 
on top of the general risk from eating beef and beef products that may have 
been contaminated by the agent causing Bovine Spongiform Encephalopathy 
(BSE or'mad,-cow disease'), 

The potential additional risk to health depends on the type of plasma product 
and how each batch was manufactured. 

For most batches of implicated products the potential additional risk is so low 
as to be considered negligible, For example some batches of factor VIII, 
where only the albumin (which is used to stabilise factor VIII in the vial) has 
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been sourced from a donor with vCID, are extremely low risk. However, 
batches of. factor VIII where the clotting factor (and not the albumin) has 
been sourced from a donor with vC]D, and other implicated products, which 
include factor IX and antithrombin, carry a higher risk. 

What does this mean? 

The potential additional risk of actually developing vCID from receiving any 
implicated. plasma product, on top of the general risk from eating '!beef, is 
unknown, but the chances of It happening are likely to be very low. 

Some patients who have received certain implicated products do, however, 
have a greater chance of passing the agent that causes vciD to others 
through surgical operations and some other medical procedures. For public 
health purposes steps need to be taken to prevent spread this way. 

unfortunately, it is likely that further cases of v D will occur in people who 
previously donated blood. This means that more batches of UK-sourced 
plasma products may be implicated in the future. 

Who is affected? 

It Is likely that special public health precautions will need to be taken for 
many patients with bleeding disorders or congenital antithrornbin III 
deficiency, because they will have received clotbr►g factors or antithrombin 
that either are currently Implicated (which include particular batches of factor 
VIII, factor IX and! antithrombin) or that may be implicated at a later date. 
Therefore, ALL patients with bleeding disorders, or congenital 
antithrombin III deficiency' who have received clotting factors or 
antithrombin derived from UK-sourced plasma 2 between 1980 and 
2001 are considered 'at-risk' of vC1D for public health purposes. 

This time period of 1980 to 2001 has been chosen as the most cautious: it 
runs from when 13SE is thought to have entered, The human food chain to the 
last possible expiry date of any product manufactured in the UK that was 
sourced from UK donors until 19D8. Since 1998, plasma for manufacturing 
plasma products has been imported from the United States. 

'congenital and acquired haemophilia (I-4aer ophiiia . and Haemophllla B), Von Willebrand 
Disease, other congenital bleeding disorders and congenital antithroinbirt III defcdency. 

factor VIII, factor IX, factor VII, factor XI, factor XIII and prothrombin complexes, as well 
a5 antithrombin. 
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Am 11 at-risW of v D for public health purposes? 

If you have received any LllK-sourced plasma derived clotting factors or 
antithrombin between 1980 and 2001, even if you have not received a 
currently implicated batch, you are'at-risk' of v0D for public: health purposes. 

If you are not sure whether you [your child) have [has] received 11IG-sourced 
plasma derived clotting factors or antithrombin between 1980 and 2001, and 
therefore whether you [your child] are [is] sat-risk` of vCJD for public health 
purposes, please contact your Haemophilia Centre. You can do this using the 
reply form at the end or this letter, 

What special precautions should I take? 

If you are 'at-risk' of vCJD for public health purposes, 

■ you should not donate blood, 
■ you should not donate organs or tissues, 
■ you should tell whoever is treating you before you undergo medical, 

surgical or dental treatment, so that they arrange any special 
procedures for the instruments used in your care. 

■ It would be best if you tell your family about this in case you might 
need emergency surgery In the future. 

If you are 'at-  risk" of vC]D for public health purposes then a note of this will 
be made in your hospital medical records and will be recorded -on the National 
Haemophilia Database. We will also tell your GP of your at-risk status who 

will record this In your GP medical notes. 

Dees this affect my care? 

If you are 'at-risk` of vCJD for public health purposes, your clinical care should 
not be compromised in any way. Healthcare professionals need to know you 
are'at-rlsk' so that if any surgical instruments are used in your care they can 
be treated differently. 

How does this affect my family? 

If you are 'at-risk' of vCJD f©r public health pufposes you do not need to take 
any special precautions in normal life. There is NO evidence that vCJD can be 
passed on between people by: 

■ living in the same house, 
■ sharing utensils,
■ kissing, 
■ sexual contact, 
A from mother to baby through childbirth or breastfeedixng. 
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Can I find_out if I have been treated with an implicated batch? 

We are currently checking our patients records to determine who was treated 
with UK-sourced chatting factors or antithrornbin between 1980 and 2001, 
which of them have received implicated batches and the extent of their 
exposure, We will record this in patients' hospital medical notes. 

If you would like to find out whether you [your bird] have (has) received any 
of the implicated batches, or you wish to discuss this further with us, please 
indicate this on the reply sheet. We expect the process of Identifying who has 
received these batches to take some time, as it may involve hand-searching 
records from many years ago, and liaising with other Centres. Vie are sorry 
for this unavoidable delay. We wilt arrange an appointment for you once we 
have the information. 

If you do not wish to find out whether you [your child] have '[has] received 
one of the implicated batches, please be aware that this Information needs to 
be recorded in the hospital, notes, Despite our best intentions, It Is possible 
that this information may become apparent to you [your child] Inadvertently, 
when, for example, looking at your [your child's] medical records. 

Whether or not you have received any of the implicated batches or choose to 
discuss this with us should NOT affect your care, as the same spedal 
precautions will be taken for ALL patients with bleeding disorders or 
congenital antithrombin III deficiency who received UK-sourced clotting 
factors or antithrombin between 1980 and 2001. 

How can I decide whether to find out if I 'have received implicated 
products? 

At present there is no known case of a patient with haemophilia developing 
vC7[ through treatment with blood products. There, is no diagnostic blood 
test for vCID and there is no treatment or cure for this condition. In addition, 
the same special precautions will be taken for ALL patients who have 
received Ulf-sourced plasma derived dotting factors or antithrombin between 
1980 and 200., whether or not they have received an implicated batch. 

in the light of the above, you may wish to consider carefully whether or not 
you wish to know if you have received any of the implicated batches. 

How can I find out more? 

I enclose an Information sheet about vCJD developed by the Health Protection 
Agency alongside the Scottish Centre for Infection and Environmental Health, 
clinicians' representatives and patients' groups, which I hope will go some 
way to answering your first questions. 
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I do appreciate that this Information creates uncertainty that may worry and 
concern you. Do contact the haemophilia Centre on +44 (0) 207 83D 2068 if 
you wish to talk about this. 

Yours sincerely 

GRO-C GRO-C 

Professor CA Lee 
Director 

Eric. 

Ii Simon Brown 
Consultant Haemato6agist 

GRO-C 

Dr Thynn Thiynn' ee 
Associate Specialist 

Information for patients 
Patient reply form 
Prepaid envelope for return of patient reply form. 

GRO-C 

._ ._._._._._._._.v 

Christine Harririgton 
Nurse Consultant 
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Variant Creutzfeldt-)akob Disease and. Plasma Products 
Patient Reply Sheet 

Name of patientjchild*: 
Date of birth: 
National Registration Number (if known): 
Telephone: 
Address: 

I would like confirmation of whether 1/my child* received UK sourced 
plasma derived clotting factors or antithrombin between 1980 and 
2001. These Include: factor VIII, factor IX, factor VII, factor XI, factor 
XIII and prothrombin complexes as well as antithrombin, 

IN PERSON / IN WRITING 

2. I would like to know if Ilmyr child* received an Implicated batch. 

YES/NO/DON'T KNOW 

3, I would like to have a specific consultation with [the team] to discuss 
the implications of this issue. Please contact me to make an 
appointment. 

YES/NO 

4. I understand that my/my child's exposure to an implicated batch will 
be recorded In my/my child's hospital and GP notes, and on the 
National Haernophil is Database. 

Signature 

Print name

Date 
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VARIANT CREUTZFELDT-JAKOB DISEASE and PLASMA PRODUCTS 

INFORMATION FOR PATIENTS 

1. What is variant Creutzfeldt-.Jakob disease? 

Creutzfeldt-)akob Oise se, or CJD„ is one of a group of rare and fatal diseases 
[n humans and animals that affect the structure of the brain. 

There are four main types of CJD: of these, sporadic C]D (arising 
spontaneously) is the most common and accounts for 85% of cases_ The 
other types are familial, iatrogenic (throuqh medical treatment) and variant 
CD (vCID). In animals the best-known TSE is bovine spongiform 
encephalopathy (BSE or 'mad-cow disease'). Variant CCD Is believed to be the 
human form of BSE. 

Many people living In the UK have been exposed to BSE (Bovine Spongiform 
Encephalopathy or'mad-cow disease) from eating Infected beef and so are at 
a possible risk of developing vOD. 

tiCJD and Plies-na Pra&ets - 7nfnrnaom Mr ft%mu 
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2. What's this about? 

Late last year the death of .a person from u ]D who died some years after 
receiving a bloocf transfusion from a donor who themselves died of vCJD, was 
announced. Ibis was the first case of transfusion-associated v D infection 
and increased concern about the possible infectivity of blood. A second 
probable case was reported in July 2004. 

When a patient Is diagnosed with vCJD, the UK Blood Services are informed 
and checks are made to find out whether the patient ever donated blocd. 
Blood products include blood components, which are derived from a single 
donation of blood, or pools of up to six donations, and plasma products, which 
are prepared from the pooled plasma of several thousand blood donations in a 
process known as'fraconation'. 

To date, nine people are known to have ated blood before they became ill 
with vCJL, and their donations were used to make plasma products. Thus a 
number of patients may have been exposed to vOD infection in the course of 
their past medical care. 

This information sheet about vCJD has been developed with doctors and 
patients' groups for patients who have been informed by their doctor that they 
are considered 'at-risk' We hope It will cc some way to answering your first 
questions. 

3. Why am I being contacted? 

Patients who have received Implicated plasma products may be at an 
additional risk of vOD. This risk is additional' since it is on top of the general 
risk for many people In the UK from eating beef in the past. 

It Is impossible to put an exact figure on the chances of getting vCJD, either 
from SSE-infected beef and beef products, or the possible additional risk from 
receiving implicated plasma product. So far there have been no cases of vCD 
amongst recipients of plasma 'products sourced from blood donors who later 
developed v D, and the risk of this happening is likely to be very low. 

If +boo received implicated plasma products there is a small possibility that 
vcJD could have been passed on to you. If so It might be possible for you to 
pass vCJD on to others in certain circumstances, in which case you and the 
people providing your healthcare need to take some special p e autions to 
avoid putting other people at potential risk. This is why it is important that you 
know, even if this causes you anxiety. 
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4. What measures are already being taken for vC3a? 

A number of measures have minimised the risk of getting! vC3D from eating 
BSE-infected meat and meat products. These include banning the feeding of 
animal protein to other animals, and removing certain parts of anima's from 
the food we eat. 

In the healthcare setting, the abnormal 'priori" protein, the infective agent that 
causes vCJD, is very hard to destroy. Using surgical instruments only once, or 
destroying those that have been used on patients diagnosed with v:JD, is one 
way to guard against passing on vO6. In recent years much effort has also 
gone into ensuring that the decontamination of all surgical instruments is to 
the highest standards. The aim is to remove as much potentially infected 
material as possible, 

S. And in relation to blood? 

Because it is uncertain whether vCJD can, be transmitted by blood the United 
Kingdom blood services have taken a number of precautionary measures,

• Withdrawal and recall of any blood components, plasma products or 
tissues obtained from any individual who later developed vCID 
(December 1997), 

• Importing plasma from the US to manufacture plasma products 
(1998). 

• Removal of white blood cells (leucodepletion) from all blood 
components (Autumn 1999), 

• Importing' fresh, frozen plasma from the US for patients born otin or 
after 1st .]~anuary 1996 (Autumn 2042), 
Not accepting donations from people who have received a blood 
transfusion since 1980 (April 2004), 

■ Promoting appropriate use of blood and tissues and alteratives 
throughout the NHS. 

6. And in relation to patients? 

In 2000 an expert advisory c rnrnittee called the CJD Incidents Panel (CDIP) 
was set up to advise on the handling of 'incidents` of possible transmission of 
CJD, Including vClD, in a healthcare setting. The ODIP assesses the risk to 
other patients, and advises whether patients should be contacted and 
informed about their possible exposure. 

CC]D and Pkwm Prndvc - ~ntormat ror Pant
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Tihe CJDIP has agreed that, in general, where patients may have been exposed 
to a 1% or greater possible risk of infection', they may have an additional 
unknown risk of developing vCJD, oti top of the general risk from eating beef 
in the past, and should be contacted, These patients should be given advice 
about what they should do to avoid putting other people at risk. This advice 
includes riot donating blood, tissue and organs, and Informing healthcare 
professionals so that extra precautions can be takers If they require invasive 
medical or dental procedures, for exarrtpie a surgical operation. 

There are a lot of uncertainties in estimating the risk of infection with vCJD 
and a very cautious approach has been taken. The CJDIP has chosen this. 1% 
t hreshold for informing patients of their exposure so that special precautions 
can be taken to limit the possible risk of transmitting vCJD between patients. 
This Is considered the best balance between protecting the public from further 
spread of vC.D and causing excessive anxiety regarding a risk Which Is 
uncertain, but thought to be low. 

7. So what's !new? 

Since the CDIP was established it has been considering policy, towards 
recipients of blood from donors who later developed vCJD. 

When people are diagnosed with 'C)D,. any blood donations they have given 
are traced. The CID1P has estimated the potential additional risk of vCJD from 
treatment with plasma products sourced from all donors known to have later 
developed vCJD. This risk depends on the type of plasma product and how 
each batch was manufactured, as well as the amount a patient may have 
received. 

For certain plasma products (e.g_ intramuscular immunoglobulin used for travel 
vaccinations against hepatitis A, or anti D for Rhesus negative pregnant 
women) the amount of estimated infectivity in the implicated products is so 
low that the possibility, of reaching the 1% threshold can realistically be 
ignored. Patients who have received these products do not need to take any 
special precautions. 

For other products (e.g. dotting factors and antithrombin, intravenous 
imrnunoglobuiln, albumin 4.5%) the infectivity nivy be higher, depending an 
how the product was made. Once one of these plasma products has been 
identified the next step is to try to identify those patients who are likely to 
have had sufficient product to reach the 1% threshold and who need to take 
special precautions. These patients are considered to be 'at-risk' of VOID for 
public health purposes. 

` A 1% risk of infection ,nouns that there Is a 1 In 100 pssibiIIty that vCIE) can be animated. 
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8. Who is affected? 

Patients. who are considered Lat_iskz of vCJD for public health purposes will be 
informed by their doctor, The people who may be affected are In three maan 
groups: 

some patients with bleeding disorders (including congenital and 
acquired haernoph8lia (haemophilia A and 

haemophilia 

g), Von 
Willebrand Disease, other congenital bleeding disorders) and 
congenitai antithrombin 1H deficiency, 
some patients with primary lmmunedef cienty (PID), and 
some patients with other Illnesses who might be considered 'at-risk', 
These may include, pa tients with secondary immunodetdencies, certain 
neurological conditions and autoimmune illnesses (such as idiopathic 
thrombocytopaenic purpura), plasma exchange recipients and patients 
with severe burns, Patients with certain other conditions requiring 
critical care (Including acquired antithrrrnbin deficiency or patients 
requiring rapid warfarin reversal) may also be affected. 

9. How does this affect me? 

If you have been Informed that you are 'at-risk for public health purposes, you 
are being asked to take the following actions in order to reduce the chance of 
passing on vCJD to other people: 

• Do not donate blood. 
• Do not donate organs or tissues~. 
• Tell whoever is treating you before you undergo medical, 

surgical or dental treatment, so they can then arrange any 
special procedures for the instruments used in your care. 
it would be best if you tell your family about this in case you 
might need emergency surgery in the future 

A note of this will be made in your hospital medical records and your GP tutees. 
Your care should not be compromised in any way — It will be just the surgical 
instruments that will be treated differently. for will you need extra medical 
follow-ups because you are 'at-risk' For public health purposes. However, your 
doctor will always be willing to see you if you have any worries about your 
health!. 

10. So If I'm ':at:-risk' for public health purposes - what happens now? 

You need do nothing other than follow the advice given above (see Section 9). 

vCJD and Cw ma PruducU - ln!iirmn for Pat$r s 
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Normal social contact and household activities do not spread the infection. 
Your family and Friends are not at risk from you and you do not need to take 
any special precautions in your normal life. 

Variant CJD is not infectious in the usual ways. There is no evidence that it can 
be passed on between peopie by sneezing or coughing (like colds and flu). 
sharing utensils, by skin contact, or through kissing or sexual Intercourse. 

There is also no evidence that vCJD can be sexually transmitted or transmitted 
from parent to child. However, as a precautionary measure, men who are tat-
risk of vCJD for public health purposes should also not donate sperm. 

11. Does this mean I'm going to suffer from vCJD? 

Having reached the 1% threshold does not mean you will actually develop 
vClD. This risk is unknown, but the chances of it happening are very low, 

There Is no evidence for transmission of vCJD by plasma products. Although 
the process of estimating risk is based on the best evidence available, there Is 
much uncertainty about many aspects. As a result a cautious approach has 
been taken and may have over-estimated the potential additional risk of vCJD 
from receiving the various implicated plasma products. Despite these 
limitations It Is still [important  to take extra public health precautions to provide 
the best protection for the population in general. 

12. Can I be tested to see: if t am Infected? 

No. Scientists are' working very hard to develop a test, but as yet there is no 
test available that can be used to identify someone who may ham been 
infected. Variant Cl) can only be reliably diagnosed by brain biopsy or through 
examining the body after death. 

13. What happens if I develop strange symptoms? 

CID causes dementia an( a rare of other symptoms, Ir'cluding difficulty with 
balance and extreme ciurns.intss. Unlike the other forms of CD, vCJD often 
starts with psychiatric symptoms like depression and anxiety. 

Go and see your doctor. it is unlikely that strange symptoms ° will be the start 
of v0D but your doctor will be able to arrange for you to see an expert If 
appropriate. 

14. Will this mean I won't be able to get life Insurance? 

YOD a+d Plena ftrduc — Warma n for FWWO 
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The Association of British Insurers have informed the CJDIP that their 
members will not refuse insurance just because someone is categorised as 'at-
risk for public health purposes. 

15. General information about vCz1D 

What is the cause of vc D? 

Infections like Influenza .and pneumonia are caused either by viruses or 
bacteria. Some stomach infections are caused by microscopic parasites. 
Variant CJI, and the other TSEs, are different from these common infections. 
The cause is an abnormal Infectious protein known as a 'prian". 

There Is no test, treatment or cure for vCJD at present and the disease is 
always fatal. Scientists are researching the causes and possible tests and 
treatments for the disease. 

How do you catch vCD? 

Variant CID is believed to be caused in the first. Instance by exposure to the 
abnormal prion protein that causes BSE. Many of the UK population have been 
exposed through eating 6SE-infected beef and beef products in the 1980s and 
early 1990s. 

Variant CID may also be transmitted between patients in the healthcare 
setting. So far there are no recorded instances of vCJD being spread through 
surgery, nor have there been any cases amongst recipients of plasma products 
sourced from Individuals who later developed vC.lD 

How many cases of vCD are there? 

So far, almost 159 cases of vCJD have occurred In the UK and a handful In 
other, mainly Europeans countries. 

It is thought that the UK epidemic may, have reached a peak. However no one 
knows how many people will contract this disease in the future. 

16. Sources for Additional information 

The process of inforntiiny patients about their possible additional risk status, 
and the special precautions they may need to take is being coordinated by the 
Health Protection Agency (HPA) in England, Wales and Northern Ireland, and 
in Scotland by the Scottish Centre for Infection and Environmental Health 
(SCIEH). 
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More information about vCJC) with useful link is available from their websites 
HPA: htto l w-hiaa.org.uk/lnfectfons/bovics azfcid/menu.htm 
SCIEH: http:/Iwww.show.scot.nb 

Further information is also available' from: 

The Hz ernophilia Society htto:I/www.hdmopi1iliaorn.uk 
The Primary Immunodeficiency Association t1.1 o' ti-,w~r~, i a= orQ.uk 
CJD Support Netwe t p:./tw+~uw.cdsu©oort.net 
Human BSE Foundation h F r 
National C3D Survelllar e Unit httP:/, ww,cfd,ed:ac.uk 
Department of Health htto:l/wwLdoh.gov.uk/dd/index,htm 
National Mon Clinic 
h ,i lJwwtit -~uJs~ecia'lisfi~'arinnfar~de€ rrion.htm 

National Public Health Service for Wales 
httn:IYA-yw-wales,nhs.uk/sites/h e.cfM'AOrnlD=36B 
NHS Direct Online h p:/1www.nhsdirect.nhs.uk 

tillS Direct and its national colleagues are also operating a '' vCID and Plasma 
Produce' advice line for general enquiries (telephor}e_ 0845 850 985Q), 
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1. Introduction 

In 2000 an independent expert advisory committee, the CD Iricidents Panel 
(CJLIP}, was established on behalf of the UK Chief Medical Officers to advise 
all the bodies responsible for the provision and delivery of health care on 
how to manage it iderits involving the potential transmiss-ion of CD between 
patients. 

The CAD Section of the Health Protection Agency (HPA), based at Wind'ale, 
North-West London, provides thesecretariat to the CD Incidents Panel. It is 
coordinating the notification of patients who may have been exposed to 
variant JD (vCJD) through implicated plasma products, in liaison with 
clinician and patient groups in the 4)K. The I'iPA is handling this notification in 
England, Wales and Northern Ireland. The Scottish Centre for Infection and 
Environmental Health (SQE_N) r$. h$rndlirig this notification in Scotland. 

This booklet is aimed at clinicians and other staff at local level who may be 
involved in notifying those patients who have rece vC)D-implicated 
plasma products This may also be used to supplement the accompanying 
Patient Information Sheet. 

2. Background 

In 1997, 1999 and 2000 the UK national blood services were advised of 
donors who later developed vCJD_ The implicated products that had been 
manufactured from plasma donated by these donors wire identified and 
consignees were notified according to guidance at the time. These earlier 
notifications did not involve placing patients in a group 'at-  ride' for vCJO. 
however some recipients were traced and informed by their cliniiciian. 

The situation has changed. Regarding plasma products, the Cl) Incidents 
Panel Currently advises that certain special public health precautions reed to 
be taken for some recipients of UK sourced plasma products who may have 
been exposed to potential vCD infectivity. This is in order to reduce any 
possible risk of onward transnklsslon of vCJD. These new recommendations 
were not available at the time of previous notifications, In December 2.003 a 
case of transfusion-associated vCJD was annout d, ire rsing concern 
regarding the potential vt'JD infectivity of blood. A second probable case of 
transfusion-associated v~C]D infection was reported in July 2064. 

To date, nine UK plasma donors are now known to have developed vCJD_ 
Collectively, they have made 23 plasr,na donations. The donated plasma has 
been used to manufacture factor VIII, factor IX, antit'hror bin, intravenous 
immunoglobulin G, albumin, intramuscular human normal immunoglobulin 
and anti-D. 

CCJD and Plasma Pmducis - orrnc~r lnro~ *jo 
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3. Public healtth pr utioris against vC] 

Several public health measures have been Implemented to minimise the risk 
of transmission of arC3D to humans from meat and meat products infected 
with B vine Spongiform Ericephalopathy (USE or "read-cow disease'). These 
include banning the feeding of mammaliard proton to other mammals, and' 
rerlovirrg certain high-risk tissues from the human food chain. 

(deer public health measures are aimed at minimising any possible risk of 
transmitting vCJD between people. These include: 

- Measures to protect the blood supply, 
- improving decontamination standards for surgical instruments, and 

Taking spedal Infection control precautions when operating on patients 
with, or 'at-risky of, vCJ D. 

Special precautions are needed because standard decontamination processes 
cannot be relied an to remove all the infec!tiv ty from iristrumeents used on 
patients with vCJD. 

When someone is considered to be at-risk' of vCJD for public health 
purposes, they are asked to take certain special precautions to reduce the 
risk of spreading the infection to others. These irrctude: 

■ Na donating blood, tissue and organs, and 
■, Informing their medical careers so that extra infr>etion Control 

precautions can be taker} should they require future medical care, This 
Subject is ccansidered in more detail in Section 9. 

4. Public health precautions in relation to blood 

The risk of transmitting vCJD through blood remains uncertain. The 
Department of Health (Errgland) 4x1mmissi0need an assessment of this risk by 
Det Norslre Veritas (DNV) Consulting, which was assessed by the 5pongiform 
Fncephal patlti r Advisory Committee (SEAL} and accepted in earty 1999. 

Jos a result several public health precautions have been taken to reduce any 
possible risk of transmitting vCJl) through blood. These precautionary 
measures include: 

■ Withdrawal and recall of any blood components, plasma products or 
tissues obtained from any individual who later develops vCJD 
(December 1997), 

• Importing plasma from the LISA for fraclior►atioru to manufacture 
plasma products (19 98). 
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• Removal of white blood cells (which may carry the greatest risk of 
transmitting vCiD) from all blood used for transfusion (leucodepletion) 
(October 1999). 

• Importing fresh frozen plasma from the United States for patients born 
on or after 1st 3anuary 1996 (August 2002). 

• Not accepting donations from people who have themselves received a 
blood transfusion in the UK since 1980 (April 2004). This has been 
extended to include two new groups: apheresis donors and donors 
who are unsure iF they had previously had a blood transfusion (August 
2 ). 

• Promotion of appropriate  use of blood and tissues and alternatives 
throughout the NI- S. 

S. CID related hea.Ithcare incidents 

CID incidents occur when there is a possibility that patients could have been 
expos' to CJD, or vCJD, either through exposure to cwtaminated 
instrument , through transplantation, Iilicd trans'fVsion or treatment with 
plasma products. This includes situatiians In which people have received bod
transfusions or plasma products derived from doriws who have subsequently 
developed vOD. 

The CJDIP advises on the handling of these Incidents, which includes advice 
on the managernent of patients who Sold have been exposed to vCJD. Local 
infection control teams and health protection teams should seek advice from 
the CJDIP on how to manage these incidents, The C]DIP assesses the risk to 
these patients, and advises wtiethier patients should be contacted and 
infvnned about their possible exposure. These patients are then advised 
whether special public health prccaitions need to be taken to prevent 
possible transimission to other patients. 

More information on the C]I IP is available on the HPA website at: 
htto:/iwyww,h[a.ory,uk1infettiortsrttocics az/ddfircider~ts [oaneLhtni. This 
includes the CJDIP Framework document, which sets out the principles of 
rear Bing CJD incidents and also describes the risk assessment models that 
underpin the risk manager t of surgical and blood incidents. 

b Calculation of potential vC.JD infectivity in plasma products 

The CJDIP has considered the risk to people -,who have received originating 
from donors who subsequently devebped vCJD, Det Norske Veritas 
Consulting have carried out a risk assessment to infomi the management of 
these incidents. This uses published experimental data to model the potential 
vCJD infectivity in blood, its various c►ornponents, and in plasma products. In. 
Autumn 2003 this risk assessment was accepted by SEAC, the Committee on 

the Microbiological Safety of Blood and Tissue, and the Committee on Safety 
of Medicines. This DNV risk assessment is available at: 
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i[htto;Ilwww.dnv.conVcpnsultiaiei,~nevrs coflsu1tinaLRiskofinf4-dtignfrgrrbvariJrit 
C7Dirrf3lood.asp]. 

The ODIP has used the Risk Assessment together with information on how 
batches of plasma products arc manufacturer to ass the potential levels 
of infectivity in different plasma prrxIucts that would be used to treat 
patients, as follows: 

Plasma that had been donated lye° peop4e who subsequentty developed 
a was traced through the National CID Surveillance Urrit, Edinburgh 

and national blood services to identify the specific batches of plasma 
products made from these patients' blood. 
Plasma product manufacturers supplied the relevant data on eadi 

implicated batch, so that the infectiviity in each could be estimated. 
The CJDIP then applied the infectivity estimates in the ()NV report to 
the detailed circumstances involved iii the manufacture of these 
batches. (For each of the major assumptions underlying the risk 
assessment, the most precautionary option was chosen.) 

The final fcufations indicate the potential level of vCJD infe iv ty in 
different plasma products that were used to treat to patients 

7. Revo,nineridations of the CJD Incidents Panel 

The potential risk of vCJD infection following treatment with airy impli reed 
ilasiia derivative, on top of the risk from dietary exposure to the bovine 
Spongiform Encephalopathy (BEE) agent, is very uncertain_ However, some 
patients treated could pose a potential risk to others in certain circumstances. 

The CJ D Incidents Panel advises that patients who have been exposed to an 
est rr ted 1% or greater potential additional risk of vCJD infections whether 
from contaminated instruments, through transplantation, or by blood 
transfusion or treatment with implicated plasma products, should be 
contacted and advised that they are 'at-risk. of vC 1) for public health 
purposes and should take special public health precautions. 

The tlkelftr,00 i of patients being 'at-risk' of vCJD for public health purposes
following exposure to implicate plasma products, should to categorised as 
follows.: 

• High, the amount of potential vCJD infectivity in product batches Is 
high enough for patients to be considered at-risk' of vCJD for public 
health purposes following the administration of a very smalil dose (e.g. 
one treatment with Factor Vill, Factor IX or antithrombin where one 
vial used has been implicated). 
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Medhanis the amount of potential vC:l[? infectivity in product batches 
is not low enough to be ignored but substantial quantities of the 
material in question would need to be administered for patients to be
considered 'et-risk' of vOD for public health purposes (e-g. several 
infusions of intravenous immunoglobulin, or large doses of albumin 

Low: the amount of potential vCJD infectivity in product batches is so 
iow that the likelihood of a patient birig Considered at potential 
additional riislc of vCJD infection can realistically be ignored (e.q, 
albumin 2c%, factor VIII products where the &bumin excipient (which 
is used in the manufacturing process to stabilise the factor VIII 
concentrate in the vial) and not the plasma concentrate itself, has 
been implicated, intramuscular human normal immunogloluulin (used, 
for example, for travel ;prophylaxis against hepatitis A), and anti-C).) 

The uncertainties underlying the assessment of risk are great, and several 
precautionary assumptions are involved. The at-risk threshold is a guide 
for implementing special public health precautions to lirnit any 
possible human-to-human transmission of vCDC. It should NOT be 
used as a precise guide for advising individuals about their potential 
additional risk of developing vC3D. 

S. identifying recipients of implicated plasma products 

8.1 Patients with bleeding di -orders'i'r 

Treatment with UK-sourced factor VIII (where the plasma concentrate used 
in the manufacturing process has been implicated). factor IX or ardithrornbin 
is highly likely to expose patients to this potential additional risk. This is 
because a single dose of these products, as used in clinical practicer is 
estimated to contain sufficient potential vvC]b infectivity to cross the 1% 
threshold. Treatment with factor 'VII[ where only the albumin excipient used 
in the manufacturing prod, and not the p.lasm.a concentrate, has been 
implicated, is very unlikely to expose patients to a 1% or greater potential 
additional risk. This is h ose several thousand vials of the implicated 
product would be needed, and this Is not likely to occur in dinical practice. 

It is likely that many patients with bleeding disorders will have been exposed 
to a potential additional risk of 1% or greater. It is also likely that f rt.her 
batches of Lft<-staurced plasma products will be Implicated in the future as 
more cases of vC arise. For these reasons UK Hemophilia Doctors and 

I defies here as ctrngc tal and acquirer) haemncphdlro (Haerr hill A std 1- photo F3]. 
Von WilleNwxlll Las sec othiir congrenital bleeding dfjiocrders and voragental ant1th1c4nbin Eli 
de cy. 
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patient representatives believe the Panel from meridations should be that 
all patients with bleeding disorders1who have been treated with 
UK-sourced pooled factor concentrates or antithrombin2 between 
1980 and 20013 should be considered at-risk of vCJD for public 
health purposes and special' precautions taken. The CJDIP and UK 
Health Departments have endorsed this approach. 

If there is uncertainty about whether a patient has received UK-sourced 
pooled factor con4entrate or antithrombin between 1980 and 2001 (eg due to 
incompkte records}, then the patient should NOT be considered at risk of 
vC➢D for public health purposes. 

Patients who have died within the last year should also be assessed, and if 
identified as 'at risk', have their clinical history reviewed in order to identify 
and manage any runt surgical incident that may pose an Infection control 
risk (see section 9). When centres i fentify'at-risk' patients who are currency 
treated ddct here, the cer,lie doctor should contact the clinio,.an currently 
responsible for the patient's care, so they may rr nage the patient 
appropriately, 

All patients with bleeding disorders are to be informed about the situation. 
The dilrrilcal care of the patients identified as at-sk. for public health, 
purposes should not be compromised in any way. 

All patients with bleeding disorders who are `St-risk' of vCJD for public health 
purposes are to be given the option of finding out whether or not they 
received known implicated batches, This includes batches that are highly 
likely to use patients to a 1% or greater potential additional risk (factor 
VIII where the plasma concentrate has been implicated, factor IX and 
antithrombin) as well as batches for which this likelihood is so low as to be 
considered negligible (factor VIII where the albumin exdpient has been 
implicated). Patients should also be made aware that with future reccnition
of implicated batches, any assessment of their individual exposure might 
change. Whatever their choice this Information will not affect their 
management as ALL patients who have received UK-sourced pooled factor 
concentrates and antithrombin as described above will be managed in the 
same wXay, i,e. as'at-risk' of vCJD for public health purpose; (see Section 9)- 

Patients 'at-rhsk of vCJD for public health purposes should be informed that 
their 'at•risk status will be recorded in their hospital medical records and 
primary care notes. The extent of exposure to implicated batches, and 
whether or not a patient has asked to know if they have received implicated 

ie, clottutg factors and omit norm n made from pooled pfasnra. The include faux V31L 
factor IX, factor VII, factor Dt, facto Xfii, ad pro lhroe,bire complex corn orates as well ass 
antiIJir rntin, 
a The start date of 1960 is when BSE Is thought to ha'.e entered the hurt food chjin, The 
end date of 2001 is Vie last possible expiry date of any product manufactured by the UK 
^fract~alratoi that was sourced from UK donors until 1998, 
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batches, will also be recorded on a Patient iCJD :Expnre went Form 
to be placed in their hospital medical records. This assessment is important 
for public health monitoring and to inform pubric health precautions and 
future policy for this patient group. If further batclhes of plasma products are 
fvurid to have been sourced from donors who have developed vCJD (as a 
result of trace-vatic from new vCJD cases), the exposure record of Sat -risk' 
patients will need to be updated. 

Iiaernophilia centres should use the Patient vCJD Exposure Assessment Form 
In response to the UM /Department of Health vCJD Surveillance sandy, 
which collects data on patients with bleeding disorders who have been 
exposed to implicated plasma products, and monitors their outcomes. The 
form is anonymous; a copy should be sent in confidence to the UKHCDO 
National Haemophilia, Database Coordinator. The information will also be used 
when public health policy for this patient group is reviewed. 

8.2 Primary Immunaideficiertcy 
r (FM) Paten 

Seven batches of Idigam (intravenous immunogiobulin G) released by BPL, 
are known to have been manufactured from donations from people who .later 
developed vCJD. Nine of these batches may have been used to treat patients 
with primary immunodeficien€y between December 1996 (the first release
date) and February 2 (the last expiry dater. Substantial doses would 
need to be administered before a patient Is classified as 'at-risk of vOD for 
public health PP0 r arol special precautions taken (Section 9). 

Intravenous immunoglobulins manufactured by other manufacturers, in 
particular, the Protein Fractionation Centre (PFC) of the Scottish National 
Blood Transfusion Centre, have NOT been implicated to date. 

The CJDIP advises that all patients with primary immunodeficiency who have 
received implicated batches of Viig rn manufactured by BPL and who have 
been assessed as having been exposed to a 1% or greater potential 
additional risk of infection should be considered at-risk of vCJD for public 
health purposes. Patients who have not received implicated batches, or whelk 
have reed an, insufficient dose of an implicated batch to be considered at 
a potential additional risk of 1% or greater, are NOT affected. 

All patients with MD are being informed of the Situation. E ecause most of 
these patients will not have had sufficier►t exposure to be classified as at-risk' 
of vOD for public health purposes, an indMdual risk assessment will be 
carried out on ALL who received ' igam between December 1996 and 
February 2000 and who therefore may have been e<posed. This risk 
assessment can be completed locally using a Patient vCJD Exposure 
Assessment Form provided by the HPA for MD patients,. 

T e mrnairung t' o batcheswere used as part or a d+ al trial fir MP (urlal qo rd aatc are 
being conCrcted directly and these bbatdw!s fc Iowed up separately) 
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The Patient vCC]D Exposure Assessment Form will record the patients known 
exposure to the implicated products; include an uncomplicated method for 
ca k]ulatirxg whether the ' at -risk' threshold has been reached; and provide a 
record of the patierrr's current 'at-risk' status to be pfd in their hospital 
medical records. It will also record whether or riot a patient has asked to 
know if they have received implicated batches (see below). All patients 
should be informed of this fact. If further batches of plasma pradutt_s are 
found to have been sourced from donors who have developed vCJD (as a 
result of trace-back from new vCJD cases), the exposure record and risk 
assessment of all patients will need to be updated. 

Collation of individual assessments is important for public health monitoring 
and to Inform public health, precautions and future policy for this patient 
group. For this reason for each patient who is assessed to be 'at-riswk1 of vC3D 
for public health purposes a copy of the Patient vCJD ire Asse nt 
Form should be sent in contrdence to the Consultant Head of the CID Section 
at the HPA-Communicable Disease Surveillance Centre in Colindale (via SCIEH 
in Scotland), where all clinical data is ;managed in accordance with Caldcotk 
guidance, the requirements of the Data Protection (1998), and the Health 
and Social Care (section 60, 2001) Acts. 

Patients individual risk assessments should be based on the Implicated 
batches of immunoglobulin that a patient is known to have wed. Where 
there is doubt, e.g. because of gaps in a patient's treatment record, then the 
patient should NOT be included in tthe'at-risk' group. 

Patients who have died within the last year should also be assessed and, if 
identified as 'a -risk', have their clinical history reviewed in order to identify 
and manage any recent surgical incident that may pose an infection control 
risk (see section 9). When centres identify 'at-risk' patients who are currently 
treated elsewhere, the centre doctor should contact the din11an currently 
responsible (or the patents care, so they may manage the patient 
appropriately. 

Those patients who received vigam between December 1996 and February 
2000 who are assessed to be 'at-risk' of vC] ID for public health purposes will 
be informed after consultation with their current GP. They; should be informed 
that their ̀ at-risk' status will be recorded In their hospital rnecbcal records and 
primary care notes. The clinical care of the patients identified as':at-risk for 
public health purposes should not be compromised in any way. 

Patients who did not receive Vigam between December 1996 and February 
2000, or who did but are assessed to be not mat - risk' of vC.JD for public health 
purposes, will also be contacted. Patients who received Vigam between 
December 3996 and February 2000 should be informed that the extent ol` 
their e siure will be recorded in their hospital medical records. These 
patients should be advised they are not currently considered 'at-risk" of vC,]D 
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for public health purposes, although the extent of their exposure might 
change if other product batches are implicated in the future. They should also 
be given the option of finding out if they received any of the implicated 
batches of Vigam, even though this would be insufficient to place them 'at 
risk' of vCJD for publ health purposes. 

8.3 Other patients who may be at potential additional risk: 

In addition to patients with bleeding disorders and prim iry immunodeFicency 
there are a variety of other patients whose treatment may have involved 
sufficient quantities of implicated plasma products for them to be considered 
'at=risk of vCJD for public health purposes. 

It is not possiblee to give an exhaustive list but examples include: 

• conditions requiring several infusions of intravenous immunog obulan G 
(including secondary immunodeficiencles certain rietirolocJical 
conditions and autoimmune illnesses such as idlopathic 
thrombocytopaenic purpura), 

• conditions requiring large volumes of albumin 4.5% (including plasma 
exchange recipients and patients with severe bums) 

■ patients with certain other conditions requiring critical care (including 
acquired antithrombin deficiency or patients requiring rapid warfarin 
reversal). 

Qkod Transfusion Laboratories, Hospital Blood 8anlcs and Hospital 
Pharmacies are being asked via their Medical Directors to assess the 
traceability of the implicated batches back to particular patients.. 

The iCJUIP diss that patient notification should be considered only wh t•re 
records are readily accessible and patients can be easily identified as having 
received implicated batches. Only in such circumstances is the trace-back 
effort likely to be proportionate to any possibie public health benefit. 

If patients are identified as having received implicated batches, the 
responsible clinician is asked to forward a copy of the Patient vCJD Exposure 
Assessment Form in confidence to the Consultant Head of the CJD Sedan, at 
the 1IPA•Co r municalble Disease Surveillance Centre in ,Cr lindale (via SCIEH ir7 

Scotland), who will undertake an individual risk assessment to decide whether 
the patient should be considered `at-risk' of vC]D for public health purpose. 
The clinical data forwarded will be managed in accordance with Caldicott 
guidance, the requirements of the Data Protection (119915), and th,e Health 
and Social Care (sectiion 60, 2001) Acts. 

Patience` individual risk assessmue,ts should be based on the batches of 
Implicated product that a patient is known to have received. Where there is 
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doubt, e.g. because of gaps in apeti nts treatment record, then the patient 
should NOT be included in the'at-r~k' group.. 

Patients who have died within the last year should also be assessed and if 
identified as 'at-risk have their clinical history reviewed in order to identify 
and manage any recent surgical indent that may pose an infection control 
risk (see section 9). Patients whose  care has been transferred elsewhere 
should be f llowed up if they are assessed to be 'at-risk' of vCJD for public 
health purposes. 

9. Public health precautions for sat-risk' patients 

9.1 Advice to patients and their general practitioners 

Patients considered 'at-risk' of vC]D for public health purp ' are asked to 
take t&rtain special public hearth precautions: not to donate blood, organs or 
tissues and to inform their chnician if they need medical, surgical or dental 
treatment, so that extra infection control precautois can be taken to reduce 
any possible risk of spreading vCJD. 

All patients who are considered t-risk' of vCJD for public health purposes 
should be advised to Inform clinicians of this fact so that extra infection 
control precautions can be taken should they require future methcal care. 
They should be asked to Inform all he t are professionals, for exampte, in 
private dinicsr not just those working in the NHS. Patients should also be 
asked to inforrn their families, in case the patient needs emergency surgery in 
the future. 

Patients who are considered 'at-risk' of vCJD for public health purposc 
should also have their 'at-risk' status recorded in their hospital medical 
records and primary care notes. 

The clinician responsible for a patient who Is 'at-risk' of vCD for public health 
purposes should contact their patient's general practitioner so they may: 

• know that their patient is being informed about their 'at-risk' status, 
• record the patient's v D 'art-risk` status and the special precautions 

required in their primary care records, 

s Tl intrude patient4 are considered 'at.risk' of JD far pudic health purpos 
because of their exposlxe to Irnpicated prasma is ducts, 3v yell as tle t treat d with 
implidted N trtlit blood components, such as fresh frozen plasma, ayopredp ate, red 
blood cells or pla4elets, donated by peipfe 1i subse 'juently deloped vCJD. For redpir is 
of single unit NOW components these steps are already In place. Patients treated wlxh %t3D 
npraeated 5i  wit l x)d aJmporients are ider'rliIicd by the UK national Woad ssc'r 4i= and 
the National OD Surveillarce Unit Edlntxmgh- Local health tens are then advlsredtc [sonW 
these patients so they Cart take public health prccautiorts. 
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include this information in any referral letters should the patient 
require invasive medical or dental procedures, for example a surgical 
operation ( guidance on infection control for any patient who is 
considered at•risk' of vCJD was pubflshed by the ACDP TSE Working 
Group in 2003 
fh pollwww_adwiso~rsrbrdl .ei'ah. v.uklacci uldan0jind .htnil, 
check if the patient has undergone any surgery within the past 12 
months at other hospitals, and if they have, liaise with their local 
Health Protection Team in order tp certain whether any further 
action deeds to be taken, 

The clinical care of the patients identified as at•risk' for public health 
purposes should not be compromised in any way. 

9.2 Future donation of blood tissue and organs- 

Patients who are considered 'at-risk' of 'C]!D for public health purposes are 
advised not to donate organs, tissues or trod. Many patients who have 
received implicated plasma products and who may be at a potential additional 
risk of 1% or more, e,g, those with bleeding disorders or primary 
irnmunodeficiencyr disease, are already excluded from donation because of 
their underlying condition. 

There is no evidence that vC.)D can be sexually transmitted or transmitted 
from parent to child- frlowwever, as a precautionary measure, men who are 'at-
risk' of vCJD for public health purposes should be advised -not to be sperm 
donors. 

9.3 Future surgery and invasive rnedicalip ures: 

Revised guidlanoe of infection control for any patient who is considered 'at-
risk` of +JD was published by the ACDP TSE Working Group in 2(03: 
I •.1a'wwrwa octal ru ies,d2h, k `acd,,i}t cguidanceilnd+--x,h.trmr . This 
document describes the infection control measures that should be taken in 
hospital care, in surgery, and community healthcare including dentistry_ A 
new 'endoscope' annex to this guidance is to be published imminently. This 
TSE Infection Control Guidance should be followed. 

when patients who are `at-  risk' of vCX for public health purposes need to 
undergo an invasive medical procedure, they should inform the doctor or 
nurse in charge of their care about this so that special infection control 
precautions can be taken. 

This information might also be included in the referral letter. Patients should 
also be asked to inform their families, in case the patient needs emergency 
surgery in the future,. 

9CMji4 Ptasm Products - OvKM 1nra.nss*n 
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9.4 Dentistry: 

Patients considered 'alt-risk ref vCJD for ,public health purposes should inform 
their dentist about this. This will enable the dentist to ensure satisfactory 
standards of infection contra! are used. Dentists may also include the 
information in referrals to specialists such as maxillofacial surgeons. 

The TSE Infection Control Guidance states that: 
The risk$ of transmission  of infection from dental instruments are thought to 

be very low provided optimal standards of infection control and 
decontamination are maintained. General advice on the decontamination of 
dental instruments can be frond in guidance prepared by the British Dental 
Association (BDA) on 'Infection control in dentistryr'- This document (known as 
the 'Al2') is available from the BDA and can be accessed can their website at 
wvrw.bda-dent stiy.Qrc1, uk. Dental instruments used on patients defined in 
Table 4a (this includes patients `at-risk' in relation to vClb] can be handled in 
the same way as those used in any other low risk surgery i.e. these 
Instruments can be reprocessed according to best practice and returned to,
use. Optintat repressing standards must be observed. Additionally, dentists. 
are reminded that any ln=t urn nts labelled by manufacturers as 'single use' 
should not be reused under any circumstances. 

"There is no reason why any of the categories of patients defined in Table 4a 
[as 'at-risk' for public health pu,rpo~ ] or their relatives should be refused 
routine dental treatment. They can be treated .in the same way as any 
member of the general public.' 

4.5 Previous surgery, invasive medical procedures and donations: 

Many patients considered 'at-risk' of vCJD for public health purposes may 
have undergone surgery in the time that has elapsed since their possible 
exposure to vCJD. If this is the caser suryica] instruments that have come into 
contact with medium or high risk tissues ' could pose an infection risk to other 
patients. This is because the infective agent for v+CDD, the abnormal 'prism" 
protein (PrPP ) is riot completely removed by routine decontamination: 
processes. 

Any risk of transmitting vCiD on such surgical instruments will decrease each 
time they are used and decontaminated. After going through approx:imatelyr: 
ten cycles of use and standard decontarnintion, the instruments are unlikely 
to pose a significant risk of infection to other patients. 

a High risk tissues In vCJD are currently fnW as the c tr nervous system and lx crior 
eye. Mediur» risk fiisi s in vCJCA are currently detlrred as: the olfactory epitheilumr anttenof 
eye and cornea, gastrolnte inal rtaripliaid cis e (i kdiny tonsl, au-pemdix and rectum) and 
peipheral h}nrplEvid time. Tissrwsof €oe~oem Incb4e the sp'e n, tynsph na y, Ilrtyrnuy v 
ardren.r gland. (S the ACDP TSE Working Greup,uida e 
ttttl+,/t►a yt ldle h U x'truidaricef1ndcx.h (section 4.41) 
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Recent procedures on medium or high risk tissues in which 
instruments may not have undergone ten cycles of use and standard 
decontamination since being used on an 'at-risk patient should be 
reported promptly to the Q UI'P by the local hospital infection control team as 
described at 
httn:l~lwwnner.boor.hrT + fa,_ulcfrnte~teans D azfu d►`ineidents oanel.htm,The 
incident shotdd be reported using the reporting form available on this 
webske. 

Surgical units vary in how often -different instruments are re-used and 
decontaminated. A review of each 'at-risk' patient's surgical history over the 
previous 12 months should reveal any Instruments that still pose a potential 
risk to other pa bents 

The surgical records oof  patients 'at-risk' of viC)D who have died within the last 
year should be reviewed in the same way. 

The 'CJL)IP may advise that instruments used in these procedures should be 
quarantined Immediately or destroy7ed. The CDIP currently advises that 
patients exposed to these instruments in subsequent operations do not need 
to be contacted. This advice would be reviewed should an `at-riisk' patient 
develop yr V. 

Provided that standard decontamination processes have been used, other 
operations that have been undertaken on these 'at-risk' patients do not need 
to be investigated further or reported to the C]DIP. 

Donations of Ind, tissues or organs made by 'at-risk' patients slnc they 
were possibly exposed to vl D, should be reported to the CDIP, The ODIP 
advises that patients who have received blood, tissues or organs donated by 
any of these eat-risk' patients do not need to be contacted.. This advice will be 
review d as new sdentlflc evidence emerges In this field. 

10. Advice and care for 'at-risk' patients 

The Information that has to be given to patients who may beat-risk.' of VOD 
for public health purposes through exposure to implicated plasma products 
may be devastating. 

It Is quite likely that your patient will want you to give them an absolute 
guarantee that they will not develop v'C.ID. This is dearly not possible, as 
many in the UK will have had possible dietary exposure to the BSE agent 
responsible for vCJD, and the prate itial additional risk of actually developing 
v0D from receiving any implicated plama product, ran top of the general risk 
from eating beef, is unknown. However the chances of it hapftening are likely 
to be very low. Everyone also has a very small but measurable risk of 
developing sporadie CID (see Section 11). 
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Providing this information will require careful consideration and preparation, 
including making arrangements for Follow up discussions with appropriate 
health care staff, 

Infecti►rit~y ,

Routine contact with people who have CJD, induding vCI) and those 
considered 'at-risk' of 'iCJD, does r & pose a resit for relatives, healthcare 
workers or the community at large. CJD is not infectious in the usual way 
by airborne droplets (like colds and flu) or by skin contact or through sexual 
intercourse, There is no evidence that vCD could pass between people from 
mother to child. 

Treatment for vJD: 

There is no test, treatment or cure for vCJD at print, nor is there likely to 
tre irr the foreseeable future although research is underway Into the causes, 
tests and potential treatments for the disease. 

Discussion of implications: 

Decisions will need to be made locally regarding how patients, will be 
informed about their potential additional risk of developing vC11 . Many 
patients are likely to require more than one session to discuss the 
implications of the news if they are to come to terms with the impact of whet 
they have b~ told_ Advice on rnanaging this process may be sought from a 
trained counselor. 

it About JD 

11.1 General 

Creut~feldt-Jakob Disease (C:ID) is one of a rare group of diseases' known 
aliectively as `transmissible spongiform encephaiopathies° (TSEs), which 

-affect the structure of the brain causing dementia and a rang of neurologktal 
symptoms, including ataxia and jerky movements, 

A number of TSEs are recognised in both humans and animals. In animals, 
the best-known TSE is bovine spongiform encephalopathyr (BSE or mad-cow 
disease`. In humans, there are four main types of CID, of these, sporadic 
CID accounts for 85% of cases. The other typi are familial, iatrogenic and 
vCJD 

At present, TSEs, includiin CID, can only be reliably diagnosed by the 
histological examination of central nervous system tissue following a brain 
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biopsy or after a post mortem. There is no test for CJD, no treatment and the 
disease is universally fatal. 

11,2 Types of C]0 

Sporadic Cii) 

Sporadic (JU is most common in the over SOs, and affects about one person 
per million per year worldyide. It is thought to arise spontaneously. Early 
symptoms are usualry of mental deterioration or behavioural disturbance. A 
rapidly progressive dementia with obvious muiltifrxal neurological involvement 
scion develops and within weeks the patient may become unsteady on their 
feet, lacking in co-ordination and markedly dumsyr. In some people these are 
the first symptoms. Later symptoms may include blurred vision or even 
blindness, rigidity in the limbs, Sudden jerky movements, and incontinence 
The course of the dis ase is typically measured in months. 

Familial C][) 

Familial CD has an autosornal dominant inheritance. The patients are often 
younger and the durabori of the illness has a longer time course than 
sporadic CID. between six and ten cases are seen each year in the UK. The 
clinical features of genetic CID are variable,even within affected families. 
Some patients exhibit clinical features that resemble sporadic QD, while 
others present with ataxia and other movement disorders before the onset of 
dementia. 

Iatro.9enie CID 

Iatrogenic CJD occurs through inoculation with infected tissue either via 
surgical procedures or transplant of infective matierial, or through treatment 
with human pituitary derived hormones such as human growth hormone. 
The cIlnical fature of this diverse group 01 patients one partially, dependent 
on the route of transmission. Worldwide there Kaye been four cases 
associated with neurosurgery, with a mean incubation period of about 1B 
months. Two cases have been linked to the use of depth electrodes used on 
the train and a further two to corneal transplants, About 150 people have 
been infected following grafting with contaminated dura mater, and over 100 
people through treatment with contamir ated human growth hormone. There 
have been two cases ot probable transmission of vCJDD infection associated 
with blood tra nsfuslon In the UK (announced late 2003 and 2004) to date. 

Variant CD (vC]D) 

Variant CJD was first recognised in 1996 and is thought to be caused, in the 
first instance, by dietary exposure to the BSE agent of cattle, although n,o-one 
kncws the exact route of infection_ It typically affects younger people with a 
median onset age in the late 20s, and symptoms, differ from those of sporadic 
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CID in that they are often psychiatric at onset, such as anxiety and 
depression, and there may be persistent pain, with odd sensations iii the fare 
and limbs. These are followed by more obvious neuroi"ogical symptoms and 
progressive dementia. Variant CID also differs from other human TSEs in that 
the transmissihl~ agent is detected outside the nervous syrstem, as well as 
inside, especially In the lyrnphaoid tissues throughout the body. Variant CJD 
has a relatively longer time course than most other forms of CID with an 
average period of 14 months between the onset of symptoms and death. 

Almost 150 cases of I) have occurred in the UK and a small number in 
other Countries. It is thought that the UK epidemic may have reached a peak 
and the latest estimates have been revised downwards from some t the 
pessimistic Forecasts that were made in the mid-19SOs. However rite-one 
knows how many purple will be diagnosed with this disease in the future. 
Further information, including monthly numbers of cases and the latest she7rt-

i term in, ice projection is available from the National CJD Surveillance 
Units website: Up~+~vnuw.cc, uk., 

11.3 Abnormal priori protein (PrPSe) 

The cause of CJD Is thought to be an abnormal form of the naturally 
occurring priori protein (P'rP) that can be infectious. In its normal form, 
designated as PrPc, this protein occurs in the twain and other parts of the 
b o iy in humans and a wide range of animals; its function is unknowri. The 
abnormal prion protein, designated as PrP5 , is chemically identical to the 
normal form but hats ft s4caI shape Is different, making it resistant to normal 
cell degradation. It is thought to build up by inducing normal protein to 
misfold, although how this change occurs Is unknown. These changes lead to 
accumulation in various tissues, with the highest levels occurring in the 
central nervous system where tissue damage is most severe. As the disease 
progresses there is loss of neuronal tissue which gives rise to the 
diaracteristic'spongiform' appearance of the brain. 

One important effect is that there is no discernible response from the immune 
system. In addition, the abnormal prion protein is resistant to most of the 
common methods used for inactivating bacteria and viruses, As a 
consequence, paions are not totally inactivated by heat, ultraviolet light or 
other standard sterilisation procedures such as immersion in sodium 
iiypodhlorite at normal coneentratiork . Autolaving cannot be relied upon to 
denature any abnormal priors protein ruining on surgical instruments 
following surgery. 

The initial abnormal priori protein needed to seed the above process mays 
occur spontaneously as a rare event (a pcsble explanation for sporadic 
CID); be associated with an inherited genetic abnormality of the PiP gene 
(familial CJD}; or be, acrtuired, ether from contamination with tissue from an 
infected person in a medi i1 setting (iatrogenic CJD) or, a$ in vC;JD, most 
likely following oral exposure to the SSE agent. 
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The majority of people with sporadic 00 and all the people diagnosed with 
vCJD who have been tested, have a particular form of the PrP gene that is 
found in 40% of the UK population. This genotype pr+ baWy makes PrP' more 
vulnerable to conversion into the abnormal form associated with diseatoe. In 
July 2004,, a patent with a different form of the PrP gene had vrJD infection 
deter in their stun and one cervical lymph node during a post mortem. 
The patient had died from a cause unrelated to vCJD, This was some years 
after a transfusion of non-leucodepleted red blood cells from a donor who 
later devetopod vC3D_ The patient had not become ill with vCJD and it is 
uradear whether they %43uld ever have done so. 

11.4 Transmission of vCJD 

Prion diseases are transmissible in certain dreurnstaric  .rt they are not 
inf tious in the usual way. They are not spread-Iajr nespllrat:ory droplets, 
direct skin contact or sexual contact, nor is there evidence of mother-to-child 
transmission_ 

In vCJD the consumption of 8 °contamirnated beef or other ibovirie-derlv~ed 
products remains the ,most likely means by which vC]D was acquired, and to 
which most of the UK population would have been exposed. Other sources of 
vC.)D infection may, include Inoculation from, contaminated medical equipment 
or infected transplant material. So far, there are no recorded instances of 
vCJD being spread through surcjery, rtr r have there been any cases amongst 
recipients of plasma products sourced from indMduals who later developed 
vC1D. However the recent (July 2004) announcement of the second case of 
t nsmissikn of VOD infction after receiving a blood transfusion frorri a 
donor who themselves died of w!CJD inercase concern about the possible 
infectivity of blood. 

There is no epidemiological evidence that transfusion of blood from people 
with sporadic C.]D has resulted in transmission of infection- However, 
experiments in which blood from humans with sporadic CD is injected intra-
cerebrally into animals suggest that bb+ d may contain inf ctivet , albeit at a 
relatively low level, and some cases could have occurred without this source 
being recognised. Experiments In several animal models have shown that 
bkmo.d from an animal infected with a TSE can be infective when inoculated 
intra-cerebrally into the same species. An on-going a cperiment in sheep has 
shown transmission of experimentally induced BSE via blood transfusion. 
Other evidence suggests that infectivity of blood from animals that are 
infected but asymptomatic is less than when symptorns develop. 
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12. Sources for Additional infwratio.n 

The process of informing patients but their possible additional risk status, 
and the special precautions U)ey may need to take is being coordinated by 
the Health Pro ion Agency (HPA) in England, Wales and Northern Ireland, 
and hi Scotland by the Scottish Centre for Infection and Environmental Health 
(SCIEl). 

More information about v ID with useful links is available from dwir vvebsites 
HPA: htl2: +1Mvt~n~r,hoa.am [jIIf l s_ cit[Im+ '~u,hta 
SCIEH: htto,/Iwtivw.shhw.scot.nhs.uklsdeh 

Further information is also available from: 

National Public Health Service for Wales 
htltrr: flvvwr►~.wa6es.r~ h~, nuk~"s it+~lhcx~e. ~fm?+~f~IILI~=~ 

Transnniss Je spongiforrn encephalopatiry agents: safe working and the 
prevention of Infection. Guidance from the J dvisrory Committee on Dangerous 
Pathogens and the 5p0ngiform. Ericephalopathy Advisory Committee. 199.8 
and 200Lhtto://www.a I+ sorybcdies. .r r.uklacdrgt nuiciance! 

CID Inclderits Panel 
httn:J,hMMh g.uk'in'fi cti nsUc)ics aZjW1i lj&Ots panel.htm 

Det i'orske Veritas- vO#3 blood risk assessment 
httt7:!/w.vw.dnv.com/cnsultin~t/news consyltinn/Piskonf0ttionfromvariantC 

National CJD Surveillanoe Unit, Edinburgh http;/fwwwcd.ed,ac.ukJind .htm 

National Priori Clinic tivvyi+y,st•rnarys..nhs.ukJs cialli5#ltari /i x rxiari.htm 

CD Support Nets  /w idsrpvortnetJ 

Fbnian I; $E unaLion hp:/f+vwwi,ht torn/ 

5pongiform En I lopathy Advisory Committee h :1/www,seao,gov.uk

£ epartment for E nrnerk. Food and Rural Affairs 135E home page 
http,,J/www,tetra.ao+v.uklanlmalhr/bseIirx1e .hmiI 

OD Therapy,Advlscwy Group guidance 
bttp:/lvvwm.dL, arid'Policy.ndGuidan€tTeaittiAndsocial~CareTol)ics/C`1D#Cl 
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