KNOWN CASES OF CJD IN THE UK, 1970 - Mar 96,
DYING AGED LESS THAN 45 YEARS

(excludes known iatrogenic and inherited cases)
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NEUROPATHOLOGICAL FEATURES OF CASES
OF THE NEW VARIANT OF CJD (vCJD)

- Spongiform changes

- Extensive PrP plaques (Kuru-type plaques
surrounded by zone of spongiform change -
“florid plaques”)

- Not seen in any of 175 cases of sporadic CJD
investigated

")

CJD 175




BASIS OF “CAUSATIVE” LINK BETWEEN
BSE AND vCJD IN MARCH 1996

- Geographical limitation of vCJD and BSE to UK

- Temporal occurrence of vCJD consistent with
incubation period 5-10 years after BSE exposure
- Biologically plausible

- No other persuasive explanation

BSE vCJD “

- vCJD BSE
- vCJD




SUPPORTIVE EVIDENCE FOR CAUSATIVE
LINK IN YEAR FOLLOWING MARCH 1996

- No cases of vCJID found with onset before 1994
- Only one case described outside the UK (France)
- Similar pathology when BSE injected into macaque

. Strain typing studies




CASES OF vCID IN UK (as at 2 Feb 2004)

Year died Number of cases
1995 3
1996 10
1997 10
1998 18
1999 15
2000 28
2001 20
2002 17
2003 18
2004 0

Total deaths 139*

Cases alive 7

Total cases 146

*includes 36 without neuropathological confirmation

Cases outside UK: France 6; Ireland 1*; Italy 1; US 1*: Canada*
*resided in the UK for substantial period

vCJID (2004 2 2 )

1995 3
1996 10
1997 10
1998 18
1999 15
2000 28
2001 20
2002 17
2003 18
2004 0

139*

-

146

* 36

6; gles 1; Iles &




Cumulative age- and sex-specific mortality rates for vCJD in the

UK up to 315t December 2002
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GENETIC SUSCEPTIBILITY TO CJD
POLYMORPHISM OF THE PrP GENE

Codon 129  General Sporadic

Population CJD

37% 82%
12% 8%

51% 10%




Standardised
incidence ratio of
vCJD by Standard
Region - based on

cases’ place of
residence in 1991

(Cousens et al 2003)
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PREDICTIONS OF THE SIZE OF THE vCJD EPIDEMIC

Authors Case data used Range of predictions for epidemic size

Cousens et al |13 cases with Less than 100 cases to 80,000 assuming
(1997) onset before 1996 | mean incubation period up to 25 years

Thomas & 23 deaths in 1995 |Less than few hundred and mean
Newby (1999) (to 1997 incubation period 6-16 years

Ghani et al 55 deaths to end [Less than 100 to 136,000 assuming mean
(2000) 1999 incubation periods of up to 90 years.

Huillard et al |82 cases with At most several thousand cases but
(2001) onset before 2000 |cannot predict number of infections

Ghani et al 121 deaths to end |Best estimate 161 cases, 95% confidence
(May 2003) 2002 interval 130 to 661

1996
13 25

1995 1997
23 6 16

1999 136,000
55 90

2000
82

2002
121




Incidence

Observed quarterly incidence of vCJD deaths

Fitted underlying Quadratic trend (___) is given with its 95% confidence limits (...)
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Figure 2c: Quadratic-exponential and plateau models for vCJD
deaths incidence trend
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Some current iIssues
When to lift the OTM Rule?
BSE/scrapie in sheep?

latrogenic transmission - blood transfusion, re-
use of surgical instruments

Large-scale surveys of prevalence of (late-
stage) infection (tonsils and appendices)

Development of (blood) test for infection




Changing the OTM rule

Option for change: Est. cost 2y | vCJID cases from
allow into food chain | 2004-2006 2004-9
after BSE testing - (Em) exposure*

All cattle 48 .04 (<2)
Born after 01.08.96 380 .02 (<1)

Born after 01.10.98 486

Born after 01.01.01 552

No change 736

*based on “pessimistic” assumption of total of 5000 cases from exposure to date

2004? 09

2004? 2006
(100 ) | vcib o+

48 .04 (<2)

02 (<1)




Transmission of vCJD through blood transfusion?

Mar
3years vCJD
1996 y 1999
Donor e —

|

Recipient e —

6.5years vCJID
2003
vCJD ?
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