tudy e assessed the field test varsion of the pew WHQ JE surveillang
andards. We applied the clinical case definition of acute encephalitig
drome (AES), laboratory diagnostic criteria and case dassificationg,
10 hatients with suspected centrat nervous system (CNS} infections
" southern Vietnam. 380 patients (149 children) with suspected CNS
infections were recruited and evaluable, of whom 296 (36 childrgh) met
the ABS case definition: 54 children were infected with JE virus {§EV), of
whom 35 (659%) had AES, giving a sensitivity of 65% {95%C! 36-73%),
and spedificity 39% (30-48%). 9 adults with JEV all presented/with AES.
The 19 JE-infected children missed by the surveillance incluged 10 with
acute flaccld paralysis, 2 with a flaccid herniparesis, and 6 th meningism
only, Ajtering the case definition to include imb paralysis ghd meningism
improvad thé\sensitivity to 89% {83-95), whilst reducing the specificity
to 23% (15-38)."An acute serumn sample diagnosed 41(§8%) of 60 JEV
positive patienty; an admission CSF diagnosed 33(72%)of 46 patients
with this sample)including 7 that were serum negativg. Examining
a 2™ sample at day 10 diagnosed 61 of 62 patients. ¥ patients with
neurological manifestations of dengue infection hadfJEV antibodies in
serum, and would Rave been misdiagnosed had wefnot tested for dengue
antibodies in parallet\in conclusion, the case definftions detected about
two thirds of the childien infected with JEV, missihg those preseniting with
acute flaccid paralysis. A modified case definitiop which included acute
paralysis and meningismydetected nearly 90% $f children. An acute CSF
sample is more sensitive agd specific than an gcute serum sample. This
" formal evaluation of surveiNance standards djfring their development
provides an evidence base t§ support their icommendation, and should
be encouraged for future WRO standards.

EPIDEMIC CHIKUNGUNYA VER, INDIA AND INDIAN
OCEAN, Z006: LABORATORWBASED SURVEH_I.ANCE FOR
' IMPORTED CASES, UNITED S ATES

Eileen C. Farnon Amanda J: ffahella, Rosalyn Hochbein, Olga L
Kasoy, Janeen J. Laveen, Robeft S.\anciotti, Grant L. Campbell

Centers for Disease Controf and Prevention, Fort Colfins, CO, United States

Chikungunya virus (CHIKV) is afmosquitoYorne alphavirus endetnic to
Africa and Asia. Chikungunyafiever {CHIKR is characterized by fever,
rash, arthralgia, and sometimks arthritis; joikt symptoms can be severe
and prolonged. in 2005-2006, an unprecedeNted outbreak of CHIKF
occurred on islands in the [hdian Ocean and irkindia. Viremic travelers
from epidemic areas coulg introduce CHIKV to \ne United States (U.S.)
through infection of competent local mosquito species, induding Aedes
aegypti and Aedes albopictus, which are distributkd throughout the
southeastern L1.5. and fawaii. We investigated all ases of CHIKF among
.S -bound travelers i 2006 that were confirmed a{ CDC. We searched
the CDC Arboviral Djagnostic and Reference Laborat§ry’s database for
all patients with labpratory-confirmed CHIKF with onskt in 2006, and
abstracted demoggaphic and travel information. Cases Yere confirrmed -
using serology (IgM enzyrne-linked immunosorbent assak and plaque
reduction neutrafization test), viral culture, and reverse transcriptase-PCR
(RT-PCR). Thirtyfeight people from 16 states-and the Distric{ of Columbia
Had laboratoryfevidence &f recent CHIKV infection. Their médian age
was 49 years frange, 22-78 years); 55% were female. India vas the -
travel destindtion most frequently reported {87 %), followed b Sri Lanka
{119%), Réufion {3%) and Zimbabwe (3%). One person reporteg travel
to both Ingia and Sri Lanka. Evidence of recent infection was fodpd by
“serology #h 31 (82%), by viral culture and RT-PCR in 5 (13%), and\by RT-
PCR aloife in 2 (5%). In contrast, only 3 cases of CHIKV infection Anong
U.5.-bofind traveiers were diagnosed at CDC during the preceding \5-year
periodg/from 1991-2005. An-unprecedented number of CHIKF cases Were
confiymed at CDC among travelers to the U.S, in 2006. The 5 cuiture-
posifive travelers, and others who might have had undetected viremia,
poged a risk of introducing CHIKV into iocal mosquito populations. Ther
wis na evidence of local CHIKY transmisslan in the U.S. in 20086, but
the potential for introducing CHIKV to the U.S. from areas with ongoing
trainsmission stilf exists. Travelers to tropical areas.of Asia and Africa should
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take precautions against mosquito bites. Travelers returning from epidemic
or endemic areas with fever and joint symptoms should be tested for
CHIKV infection, and pasitive cases repo~*=+ mrarnihe tn Incal nufilic

health authorities, * BENE?.OOS—OOE

“while the rate of CT donors was slightly higher, 2.8% (402/14,483),

PERSISTENT SEROPREVALENCE OF ANAPLASMA
PHAGOCYTOPHILUM IN NEW ENGLAND BLOOD DONORS

Melanie C. Proctor!, David A. Leiby', Stephanie T, Johnson?,
Richard G. Cable?

‘American Red Cross Holland Laboratory, Rockville, MD, Unrted States,
2Arnerican Red Cross, Farmington, CT, United States

The incidence of human granulocytic anaplasmosis {HGA) has doubled
since 1999. The causative agent, Anaplasma phagocytophilum, is
transmitted to humans primarily by the ixodid tick, ixodes scapularis,
endemic in New England. A. phagogytophilum causes an iliness that
ranges from asymptomatic to severe. There has been one reported case

of transfusion-transmitted A, phagogrophifum, but blood donors are not
currently screened for HGA. To determine the potential blood safety risk
posed by this agent, we determined its seroprevalence in Connecticut (CT)
and Massachusetts {MA) blood donors. Consenting CT and MA bleod
donors were enrolled in 2 comprehensive tick-borne disease study. Blood
samples were collected during the late spring to early winter (2001:2005)
and year round beginning in 2006. Serum collected from particpating
donars was tested for human 1gG antibodies to A, phagocytophilum
using an indirect immunoffuorescent assay {FA}. A donor was considered
positive if their IFA titer result was > 1:64. Of 15, 828 donor sera tested by
IFA, 432 (2.7 %) were positive by IFA for A. phagocytophilum antibodies.
The distribution of titers'was as follows: 256 (59%) donors at 1:64, 115
(27%) at 1:128, 42 (9.7%) at 1:256, 14 (3.2%) at 1:512 and 5 (1.2%)

at 21:1024. MA donors had a seroprevalence rate of 2.2% (30/1346),

Seroprevalence peaks occurred in the fallowing months: February (4.79%),
December (3.7%) and September (3.4%). Overall, the seroprevalence
data demonstrated variable yearly rates with a fow of 1.7% in 2004 and
a high of 4.1% in 2001. Observed fluctuations in yearly seroprevalence
rates are likely the result of climactic and environmental factors that
influence the complex lifecycle of A. phagocytophilum. The observed
persistence of relatively high seroprevalence rates reinforces the need to
examine the possible impact that A. phagogytophilum may have on bloed
safety. Limited fransmission evidence to date may bé attributable to the -
agent’s short bacteremic phase, the effect of leukoreduction on this intra-
granulocytic organism, or to transmission of primarily’sub-clinical infection
and resultant under-recognition.

{ACMCIP Abstract)
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Blood Safety Panel Urges HHS to Speed Development of
Pathogen Reduction Technologies

The Advisory Committee on Blood Safety and Availability recommended this

week that the secretary of the Department of Health and Human Services (HHS) |

give priority to the urgent development of safe and effective pathogen reduction
technologies for blood transfusion products and implement them as they become
available.

The panél also urged HHS to provide resources to overcome current barriers to
the development and validation of such technologies. Currently, the cost and
complexity of individual screening tests is itself becoming a barrier to further
blood safety innovations because business models do not appear to favor manu-
facturers’ continued aggressive investments in blood safety technologies

Meeting in Washington, DC, on Wednesday and Thursday, the panel approved a
resolution asserting that “accumulating evidence for the efficacy and safety of
pathogen reduction warrants a commitment and concerted effort to add this
technology as a broadly applicable safeguard against potential emerging infec-
tious diseases.” Examples of such emerging technologies are pathogen reduction
systems used worldwide for plasma derivatives and being introduced for cellular
blood components in Europe.

The committee based its recommendation on the need to further
reduce known infectious threats to transfusion recipients from in-
fectious agents. The Committee also indicated that the current
strategy of implementing donor testing after the identification of
new infectious agents may allow widespread transmission of dis-
ease before a new agent is recognized.

Although the cost of pathogen reduction technologies are expected to be high,
the committee felt that they likely will be offset by the elimination of current
blood safety interventions that would be rendered redundant. These might in-
clude gamma irradiation, leukoreduction, bacterial cultures, and travel deferrals
for malaria. The Committee also suggested that pathogen reduction could in-
crease the availability of blood by reducing donor loss due to false positive test
results and low specificity travel deferrals.

The tone of the meeting was set by Chairman Arthur Bracey, MD, from the St.
Luke’s Episcopal Hospital, Houston, Texas, who asked speakers to discuss

{continued on page 12)
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Quick Test for Staph (continued from page 11)

Staph infections most frequently occur in hospitals and healthcare facilities among patient with weakened
immune systems. Distinguishing between the two sources of infection is critical to successful treatment.
The more common, less dangerous strain of staph results in infections that are generally mild and affect
the skin with pimples or boils that can be swollen, painful and drain pus.

However, the MRSA staph bacterium is difficult to treat with ordinary antibiotics and can cause poten-
tially life-threatening conditions such as blood stream infections, surgical site infections or pneumona.

FDA cleared the BD GeneOhm StaphSR assay based on the results of a clinical frial at five locations. The
new assay identified 100 percent of the MRSA-positive specimens and more than 98 percent of the more
common, less dangerous staph specimens. ‘

The FDA cautions that the test should be used only in patients suspected of a staph infection. The test
should not be used to monitor treatment for staph infections because it cannot quantify a patient’s re-
sponse to treatment. Test results should not be used as the sole basis for diagnosis as they may reflect the
bacteria’s presence in patients who have been successfully treated for staph infections. Also, t he test will
not rule out other complicating conditions or infections. (Source: FDA press release, 1/2/08)é

Pathogen Reduction Technologies (continued from page 1)

“how safe is safe,” what are the needs, what are the barriers to achieve an acceptable level of transfusion
and transplantation safety and what are the pathways to be considered?

Roger Dodd, PhD, from the American Red Cross’ Holland Laboratories, emphasized the current safety of
the blood supply and the low risk of transfusion when compared to other medical procedures. Dr. Dodd
challenged the committee to consider whether members could find a framework for appropriate decision-
making instead of continuing to seek a zero-risk blood supply.

Dr. Dodd was followed by Marc J. Roberts, PhD, from the Harvard School of Public Health, who pre-
sented a review of the ethics of blood safety. According to Dr. Roberts, it would be unethical to adopt
every possible increase in protection regardless of cost because that would put lower-income individuals
at significantly higher risk than higher income individuals.

Celso Bianco, MD, executive vice president of America’s Blood Centers, reviewed the current landscape
of blood donor screening assays in the context of FDA’s “five layers of safety” for the blood supply.
These are: medical history, donor deferrals, product testing, quarantine of unsuitable products, and moni-
toring of collecting facilities. Dr. Bianco noted that the only layer that clearly contributes to safety is
testing. Fle expressed his concern, however, that further development of donor screening tests is being
threatened by a lack of investment on the part of assay manufacturers because they find investment in
other diagnostic areas and pharmaceuticals much more profitable. Dr. Bianco’s point of view was rein-
forced by Brian McDonough, vice president of World Wide Marketing for Ortho Clinical Diagnostics,
who noted that “the market aftractiveness” of assays for cardiovascular and metabolic diseases and for
oncology is much higher than the “no growth” market of blood donor screening.

David Leiby, PhD, from the Holland Laboratories, and Mark Brecher, MD, from the University of North
Carolina showed the need for assays and procedures that address infections like babesia, and malaria, for
which blood centers do not test,

(continued on page 13)
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Pathogen Reduction Technologies (continued from page 12)

and bacteria, for which screening is not completely effective. David Asher, MD from the Food and Drug
Administration’s Center for Biologics Evaluation and Research (CBER) reviewed the current epidemiol-
ogy of variant Creutzfeldt Jakob disease (vCJD) and the status of assays being developed to detect vCJD
and other prion diseases. He said that none of the tests under development produce satisfactory results,

“The Ultimate Precuationary Principle.” The meeting then moved to the concept of pathogen reduction
with Harvey Alter, MD from the NIH Blood Bank making an impassionate plea for examination of cur-
rently available processes for pathogen reduction and investment in further developments.

“Pathogen reduction is the ultimate precautionary principle by eradicating almost all potential for infec-
tious disease transmission even before risk has been conclusively established, and possibly, even before
the agent has been recognized” Dr. Alter said.

Dr. Alter was followed by John Chapman, PhD vice president of Research and Development for Ther-
mogenesis Corp., who said that after many years in the area of pathogen reduction for cellular blood
products he believes that various available procedures have acceptable toxicity. This was confirmed by
Margarethe Heiden, PhD, from the Paul Erlich Institute in Germany, who spelled out the agency’s reason-
ing in granting a CE mark to the process developed by the Cerus Corporation and the approval by the
German regulatory authorities.

Harvey Klein, MD, from the National Institutes of Health’s Blood Bank, summarized the conclusions of
the panel of the Canadian Consensus Conference on Pathogen Inactivation that took place in March 2007
in Toronto, Canada. Dr. Klein was the chairman of the panel. The summary has been published in the
journals Transfusion and the proceedings in Transfusion Medicine Reviews.

Dr. Klein’s was followed by presentations by Larry Corash, MD, from Cerus Corporation, Ray Goodrich,
PhD, from Navigant, and Marc Maltas, from Octapharma, about their respective pathogen inactivation
processes and clinical trial resulfs.

Finally, Jaroslav Vostal, MD, from CBER, reviewed the current requirements for FDA approval of a
pathogen reduction process and provided the detailed reasoning for FDA’s refusal to approve the Cerus
pathogen reduction process for platelets without submission of additional clinical data. &

BRIEFLY NOTED

Hospitals in Vermont are joining those in two other states that have officially formed policies to
stop billing patients and insurance companies for certain adverse events. Two more states are consid-
ering similar policies as well. The Vermont Association of Hospitals and Health Systems said its policy
will cover eight serious events based on the list of 28 so-called “never events” identified by the National
Quality Forum as preventable-care errors. Vermont’s policy includes: air embolism-associated injury;
artificial insemination/wrong donor; incompatible blood-associated injury; medication error injury; reten-
tion of foreign object; wrong-patient surgery; wrong-site surgery; and wrong surgical procedure. The
hospital association said it expects to complete implementation by the fall. The Minnesota and Massachu-
setts hospital associations both announced similar policies last year. Minnesota will stop billing for all 23
events, but does not have an implementation schedule in place. Massachusetts, which will stop billing for
nine of the 28 events while assessing the others, expects to initiate its policy by the end of January. The
Colorado Hospital Association and Michigan Health & Hospital Association are considering non-billing
policies as well. (Source: Modern Healthcare, 1/6/08)

(continued on page 14)
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