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Links Malaria spreads in east China province

Donations Malaria iz spreading in east China's Anhui Province, which reported 17 917
cases by 25 Sep 2006 (this year}, accarding to the provincial health
department. The malaria cases increased by 89.8 percent from the same
period last year, said the department..The cases were mainly reported in
Bozhou, Huaibei, Suzhou, Bengbu and Fuyang in the north of the province.

Malaria cases have been on the rise since 2000 in these areas, according teo
the department. The department has issued an emergency notice asking local
government authorities to strengthen the monitoring of the epidemic and
promote the prevention and treatment knowledge among people to curb its spread

A check on malaria prevention and contrel in the disease-hit areas will be

carried out in the 1st 20 days of this month [October 2006), said the

notice. Those officials whose lax supervision caused a spread of the

disease will be severely punished, according to the department. China

reported 39 656 malaria cases in 2005, 45 of whom died, acecording to the
( ' Ministry of Health.

ProMED-mail
<promsd@promedmail.org>

N

[Anhui province is regarded as a low risk area for malaria in China. We

—_— presume™ that"—all—cases"are_—Plasmodlum wivax T ItTi¥ 4 cause LOr concern
that malaria is returning to an area prev;ously regarded as very low risk.
The CDC does not recommend malaria prophylaxis to visitors to Anhui Province
<http://www.cde.gov/travel/reqgionalmalaria/eastasia.himfmalariarisk>,

and more information is needed before recommendations to travelers might be
changed.

A map of malaria in China for 2001 can be found at
<hitp://www.actmalaria.oro/downl oads;ndf/_nfh/ZVUQ/Ch_na pdf#zearch=%22Mzaiaria
20%2BChina%22>;

it shows Anhui Province as having 0 to less than 1 case per 100 000
inhabitants. ProMED will be happy to publish newer data if available. - Mod.EP

[see also:
2004

Malaria - China (Sichuan): RFI 2004{03820.2317]
......................... mpp/ep/msp/dk
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ABC Newsletter _ -16- September 1, 2006

GLOBAL NEWS: (continued from page 15)

Scientists hope to be able to use stem celis, the earliest form of cells, to regenerate the organs and tissues
of patients with disabling injuries. One Premier League footballer, playing in the northwest of England,
said: “We decided to store.our new baby's stem cells for possible future therapeutic reasons, both for our
children and possibly for myself.” The player, who declined to be named, added: “As a footballer, if
you’re prone to injury, it can mean the end of your career, so having your stem cells — a repair kit, if you
like — on hand makes sense.” He is one of five professional footballers who have frozen their children's
stem cells with Liverpool-based CryoGenesis International {(CGI), one of about seven commercial stem
cell “banks” in Britain. In the past five years, more than 11,000 British parents have paid up to £1500
($3.700) to store their babies' stem cells in the banks in order to grow tissue, should their children become
ill. One professional footballer known to have stored stem cells for his children's future use is the
Frenchman Thierry Henry, the Arsenal and France striker. There is no indication that he intended them
for his own use. (Source: London Sunday Times, 8/27/06) é

INFECTIOUS DISEASE UPDATES:

BSE/CID/vCID

A new study has found that surgical instruments still have the potential to harbor Creutzfeldt-
Jakob disease (CJD) even after sterilization. Edinburgh University researchérs found every instrament
they tested was contaminated with enough protein residue to pose a potential infection risk. The research-
ers tested instruments taken at random from five National Health Service hospital trust sterile service
departments. Results of the study, financed by the Department of Health, appeared last month in the Jour-
nal of Hospital Infection. CID, a degenerative and fatal brain disease, is thought to be caused by mutated
proteins called prions. These twisted proteins are known to be able to cling to the surface of surgical in-
struments, and are remarkably difficult to remove by standard decontamination processes, which involve
the use of detergents and super-heating. A number of patients have contracted CJD from contaminated
instruments during surgery. The Edinburgh team found an average level of protein contamination of 0.2
micrograms per square millimeter of instrument, much higher than the dose needed to cause infection in
humans. The highest doses were found on instruments used to remove tonsils — one of the tissues known
to harbor prions. Lead researcher Bob Baxter, PhD, from the University’s chemistry departiment, said
“You can never get something 100 percent clean, but we were surprised at how much protem there was.’
Dr. Baxter said hospitals take measures to quarantine surgical instrurients if a patient is"known to be at
high risk of carrying CJD. The Edinburgh team has developed a more effective way to sterilize instru-
ments with a technique called gas plasma sterilization using radio waves to excite the molecules of
harmless gases, creating charged atoms called ions and radicals which effectively scour the surface of the
instruments. Dr. Baxter has reoommended the w1desPread mtroductxon of gas plasma cleamng to the De-

" residual protem contammatxon on reprocessed surglcal 1nstruments I Hosp Infect 2006 .63 (4) 439-44.

Researchers exploring the likelihood that variant Creutzfeldt-Jakob (vCJD) disease might be
spread via the reuse of surgical instruments have called for more data in order to altay fears over
the possible transmission of the deadly infection. Their study was published in the online edition of the
Journal of the Royal Society Interface. Scientists based at both the London School of Hygiene & Tropi-
cal Medicine and the National Creutzfeldt-Jakob Disease Surveillance Unit at Western General

Hospital in Edinburgh report that key factors determining the scale of any epidemic are the number of

{continued on page 17)
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TRANSMISS]_BLE SPONGIFORM ENCEPHALOPATHIES ADVISORY
COMMITTEE MEETING
December 15, 2006

ISSUE SUMMARY

Topic I: FDA’s Risk Assessment for Variant Creutzfeldt- Jakob Disease (vCJID)
Potentially Associated with the Use of US Licensed Human Plasma-
Derived Factor VIII (pd¥VIII, Antihemophilic Factor) Products, and
Potential Public Health Service Responses

Issue FDA has prepared a risk assessment of the potenna] but unproven, risk related
to pdFVIII products, which are used by some patients with the blood clotting
disorders hemophilia A and von Willebrand disease. The risk of the potential of
pdFVIII products to transmit vCJD, the agent which causes the human form of
“Mad Cow Disease,” is highly uncertain, but appears likely to be very low.
FDA. is presenting the risk assessment to the TSEAC to seek advice on key
message points concerning both the risk assessment and appropriate ways to
communicate this information to physicians, patients, and the general public.
Prior to the TSEAC meeting, FDA has obtained input on the risk '
communication from individual special government employees (SGE’s) who
represent various hemophilia advocacy organizations.

- BACKGROUND:

vCJID is a fatal neurodegenerative disease acquired through infection with the agent that
causes bovine spongiform encephalopathy (BSE) by consumphon of beef products from -
infected cattle. The first human cases of vCID were reported in the United Kingdom (UK)
in 1996, and as of August 2006, 195 cases have been reported worldw1de 162 of them in
the UK.

In 1999, based on the potential, but unknown risk of vCID from blood products, and consistent
with advice from TSEAC, FDA recomniended deferral of blood and plasma donors who had
traveled or lived for 6 months or longer in the UK from the presumed start of the BSE outbreak in
the UK in 1980 until the end of 1996 when the UK had fully implemented a full range of
measures to protect animal feed and human food from contamination with the infectious agent
causing BSE. In January 2002, FDA recommended enhancing the vCJD geographical donor

deferral poilcy by reducing the time that an otherwise suitable blood donor might have spentin _

the UK from six to three months. FDA also recommended deferring donors who had spent five
or more years in France or cumulatively in any European country listed by the USDA as either

‘having had BSE or having a significant risk of BSE, and adding certain other measures to reduce

potential risk, such as deferring any donor with a history of blood transfusion in the UK after
1979. Taken together, these steps were estimated to have excluded donors representing slightly
more than 90% of the potential BSE/vCJD risk while deferring about 7% of otherwise suitable
donors. Since 2002, TSEAC has several times reviewed FDA vCJD/CID blood donor deferral
policies, most recently advising FDA to recommend deferral of blood donors transfused in
France. FDA has issued draft guidance containing such recommendations..
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Since 2003, three presumptive transfusion transmitted cases of vCID have been reported in
the UK. Two of the transfusion recipients died of vCID, whereas the third had vCJD
infection detected after death from an unrelated cause. Each had received transfusions of
red blood cells from individuals who were asymptomatic at the time of donation, but who
later died from vCID. The strong likelihood that transmission of vCID occurred via
transfusion of red blood cells in the UK increased the concein that products manufactured
from the plasma portion of human blood mrght also pose a risk of vCID transmission.
Note, however, there have been no reported cases of vCID in any recipients of plasma
derived products in the UK, where risk is considered greatest, or anywhere else in the
world. In the fall of 2004 UK authorities notified recipients of a number of plasma
derivatives that they might be at increased risk of vCID. These products included
coagulation factors VIII, IX, and XI, as well as antithrombin 111, and intravenous immune
globulins.

Because BSE occurs at an extréemely low level in US cattle (only three reported cases: two
in US bomn cattle and one in a cow imported from Canada), and there have been no human
cases of vCID acquired in the US, any risk of plasma donors acquiring vCID by consuming
domestically produced beef is thought to be extremely low. However, it is possible that a
small‘population of US donors may liave been exposed to the BSE agent during travel or
residence in the UK, France, or other countries of Europe and may therefore be at some risk
for vCID. Some of'these donors may have been unknowingly infected with vCID through
dietary exposure and then contributed donations to plasma pools used to manufacture
pdFVIII in the U.S. The donor deferral policy likely removes most of the vCID risk;
however, there may be residual risk in the US donor population for persons who do not
meet criteria for donor deferral, or who meet those criteria, but fail to be deferred due to
Iumtatlons of the donor screening process.

FDA has developed a computer-based simulation model to try to estimate the potential risk
and understand factors involved in determining and potentially reducing the degree of risk.
The mode! and various risk estimate results and uncertainties are presented in the document
“A Draft Quantitative Risk Assessment of vCJD Risk Potentially Associated with the Use
of Human Plasma-Derived Factor VIII Manufactured Under United States (US) License
From Plasma Collected in the US” provided as a separate attachment. The results are
estimates of the probability and level of exposure to the vCID agent and the possible risk of
vCJID infection in patients with severe hemophilia A (HA) and the severe form of von
Willebrand disease (vWD) (Typc 3) who have used human pdFVIII product manufactured
in the US,

from the TSEAC about another risk assessment, the “Draft Risk Assessment: Potential
Exposure o the vCID agent in United States Recipients of Factor X1 Coagulation Product

Manufactured in the United Kingdom™ at the February 8, 2005 meeting; from discussion at -

a meeting of the TSEAC on October 31, 2005 on several risk assessment model inputs for
plasma derivatives and potential vCID risks specifically related to pdFVIII; and from peer
review by non-FDA experts in risk assessment.

The ranges of uncertainty and variability in the input parameters of the risk assessment are
great, resulting in very large uncertainty in the model’s outputs that estimate potential risk.
Additionally, because scientific data on the level of exposure to the vCID agent and the

2
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likelihood of certain human health outcomes, such as infection and illness, are lacking,
estlmates for the infectious nsk genex ated in the risk assessment may not be accurate. For
these reasons it is not possﬂolc to p10v1de an actual estimate of the vCID risk to individual
patlents potentially exposed to the vCID agent through plasma-derived products.
Additionally, the absence of any reported cases of vCID in repeatedly exposed recipients of
plasma derivatives in the UK, where risk is thought to have been greatest, or anywhere else
in the world, further suggests that the actual risk of vCID from deVII] is llkely to be very
low

Nevertheless, FDA belleves it is appropriate to share both the findings of and the
uncertainties in our risk assessinent for pdFVIII with physicians, patients, and the general
public since it is possible that the risk is not zero. Advice will be sought from the TSEAC
in December concerning communication of the findings of the risk assessment and its
interpretation, given the very wide range of uncertainty in the estimate of vCJD risk.

Advice will also be sought on potential steps that may help to better understand as well as to
further reduce any risks.

DISCUSSION:

A, Rlsk Assessment and Interpretatmn

The FDA risk assessment estimates the risk of vCID mfectlon as a function of product
-exposure for different-assumed-levels of vCJD infectious agent clearance in manufacturing
of pdFVIII and under two assumed levels of vCID prevalence in the UK. The risk
assessment UtlllZCS a probability-based statistical sampling model that evaluates

!,successwely the impact on VCJD risk of individual processes used in the production of
human pdFVIII begmnmg with p]asma donation, extending through manufacturing steps,
andfi na]]y, addressing utilization by various representative patient subpopulations. Input
data for parameters used in the model such as clearance, vCJD prevalence, and pdFVIII
usage are represented as stanstmal distributions that express the underlying uncertainty and
variability. Each run of the model randomly samples one number from the distribution for
each parameter; this is done thousands of times to generate a single distribution representing
the fi nal risk estimate that expresses, where poss1ble the accompanying uncertainty of these
risk estimates. A sensitivity analysis, conducted by varying values of key parameters within
the input range of the model and observing the effect on the predicted outcomes, determined
that three major factors in the model greatly mﬂuenced potential vCID risk; reduction of the
mfcctlous agent by the manufacturm g process, intensity of pdFVIII utilization by the
patient, and differi ing. estimates of dlsease prevalence in the UK.

One'of the most influential risk assessment parameters_for.vCJD.risk is.the. manufacturing -

. process, which may reduce or eliminate the amount of the vCID agent in the final product.
Because of the uncertainty and variability in the levels of vCJI clearance afforded during
the manufacturing process for any pdFVIIT product, the model evaluated three separate .
categories, of reductlon In mfectmty that the product may have undergone during
manufactm ring lncludmg 2-3 logig, 4-6 logm, and 7-9 logjoreduction. These three
categoucs are meant to span the possible range of uncertainty and variability in reduction of
vCJD agent for marketed pdFVHI products. Based on currently available experimental
studies, FDA believes that all US Jicensed pdFVIII products probably achieve at least a 4
log;of vCID level of clearance during manufacture.

3
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Anothier major variable affectihg potential risk is the quantity of product used by patients in
different treatment groups. For purposes of this model only patients with severe HA were
considered because their higher use of product would put them at higher risk than patlents
with mild or moderate forms of the disease. Sevele HA patients account for approximately
50% of the total HA population. Approx11nately 25% of all HA patients use pdFVIII
products, while most others use recombinant FVIIL. Data froma CDC sponsored
epidemiological study on HA patients were used to generate the statistical distribution of
pdFVIII usage by patients. Using these estimates, the risk assessment evaluated different
treatment regimens including patients on prophylaxis, prophylaxis plus inhibitor,
prophylaxis plus inhibitor plus immune tolerance, episodic treatment, and episodic
treatment plus inhibitor. It also evaluated the potential of patients with severe von
Willebrand disease (vWD) to be exposed to the risk of infection with vCID through the use
of pdFVIIL. These patients must use plasma-derived sources of FVIII/von Willebrand.
factor because there is.presently no recombinant von Willebrand factor:

The prevalence of vCID in the United Kingdom population was used to estimate vCJD (
exposure and therefore prevalence in US donors who traveled to the UK, France and other”

European countries. For purposes of the risk assessment, we used two different estimates of

vCID prevalence in the UK. One estimate is based on epidemiological modeling of actual

reported cases and an estimate of future vCID cases in'the UK. The dther estimate is based

on testing for. prion protein in a relatively small tissue (tonsil and appendix) surveillance

study At present it is not possible to know which of the two estimates of vCJD prevalence

in the UK provides a better estimate of the true prevalence.

The vCID case prevalence based on epidemiological modeling of actual reported ¢ases and

an estimate of future vCJD cases in the UK yielded an estimate of approximately 1.8 vCID

cases per million. There are a number of limitations to this estimate based on simplifying
assumptions that contribute to considerable uncertainty in the final case estimates. These
assumptions include the intensity of human exposure to the BSE agent, the Jength of the

incubation period, and how a person’s age and genetic background cbuld iﬁﬂuenc‘e ‘

exposure, disease susceptibility, and incubation period. However, it is possible that the

prevalence of vCID in the UK is higher than this estimate if there are people infected who

never develop the ‘disease’ (but can'still spread the infection) or if some individuals také an L
extrémely long time tobecome ill. Therefore, we also used a second approach to estimate - (_
vCID infection prevalence based on testmo for prion protein in a relatively small tissue

(tonsil and appendix) surveillance study. This approach yielded an estimate of 1 in'4,225

(237 infections per mllhon) ‘Limitations to this study that contribute to uncertainty include

the fact that this study was not controlled using tissues from a non-BSE exposed population
and-false- posmve ﬁndmgs cannot-be ruled-out-It-is-alsonot known-whether this finding of —————— —

.. prion protein in tissues is a reliable marker for vCID pre-clinical infection or for an

individual’s capability. to transmit the infection through blood donation..

After accounting for the age distribution, incubation period, country, year and duration of
travel, these two different prevalence estimates have been used to predict the number of
vCID donations that could be present in vallably 31zed pools of US donated pIasma

Results _

See Risk Assessment, including the Executive Summary, and especially Tables I.A and II A
in the Executive Summary and attached here in an Appendix.
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