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2008 Yellow Book Available in Print and on'the CDC Web site

Mexican risk areas for malaria revised

_ The Centers for Disease Control and Prevention has issued the 2008 edition of Health Informa-
tion for International Travel (long called “The Yellow Book” for its bright yellow cover).
Published every two years as a reference for those who advise international travelers of health
risks, the Yellow Book and a related Web site are widely used by the nation’s blood centers to
identify areas arcund the globe that CDC considers endemic for malaria. ’

" Revised risk information for malaria includes the following for Mexico: “Risk is limited to ar-
eas infrequently visited by travelers including small foci along the Guatemala and Belize
borders in the states of Chiapas, Quintana Roo, and Tabasco; rural areas in the states of Nayarit,
Qaxaca, Sinaloa; and in an area between 24°N and 28°N latitude, and 106°W and 110°W longi-
tude, which lies in parts of Sonora, Chihuahua, and Durango. No malaria risk exists along the
United States-Mexico border. No malaria risk exists in the major resorts along the Pacific and
Gulf coasts,”

The Yellow Book home page is: an.bdc.govfh‘aveUcontentYellowBook.aspx

INFECTIOUS DISEASE UPDATES

vCID

Cambridge-based ProMetic BioSciences Ltd (PBL) has announced a $1.7 million deal to develop its
proprietary prioa-binding ligands, with a prominent European plasma fractionator. The ligand technol-
ogy will be used to minimize the risk of transmission of variant Creutzfeldt-Jakob Disease (vCID), the human
form of “mad cow disease,” by plasma-derived products. The technology, developed by Pathogen Removal
and Diagnostic Technologies (PRDT), a collaboration with the American Red Cross, is the prion capture ele-
ment of the P-Capt prion reduction filter used for the treatment of red blood cell concentrate. It will be utilized
in a program to bind and remove any abrormal prion protein — PrPsc, the agent responsible for vCID — that
might be present in donor plasma. “Although the risk of cross infection is relatively low after the establish-
ment of freatment protocols, the filter provides an extra level of safety due 1o the absence of 2 commercially
available diagnostic test for detection of the blood-borne form of the vCID agent,” ProMetic said. Prometic
President & CEO Pierre Laurin said: “The efficacy of PRDT’s technology in combating the risk of transmis-
sion of vCJD in transfusion blood is already established and the P-Capt filter is approved for treatment of red
blood cell concenirate. Its application to increase the safety of plasma and plasma derivatives is an obvious
extension of the use of this technology.” As part of the program, PBL will manufacture and validate an affin-
ity capture material comprising the PRDT ligand, attached to synthetic resin particles. “While for competitive
reasons we are not disclosing the name of PBL’s partner in this agreement, we are delighted to open a signifi-
cant new market opportunity for PRDT’s technology,” Mr. Laurin said. (Source: Business Weekly (UK),
7/4/07)

MALARIA

The Food and Drug Administration has cleared for laboratory use the first authorized US rapid test for malaria
— the Binax NOW Malaria Test. “Standard laboratory tests for malaria require identifying parasites in a blood
sample under a microscope, a difficult task that requires training and experience,” FDA said in a news release.
“The Binax NOW test is significantly faster and easier to use.” Results are available in 15 minutes after a few
drops of whole blood are placed on a dipstick. The test parasites. Results still must be confirmed using

(continued on page 20)
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INFECTIOUS DISEASE UPDATES (confinued from page 19)

standard microscopic evaluation. “Since malaria is tncommon in the US, clinicians and lab personnel may not
be accustomed to diagnosing this disease,” said Daniel Schultz, MD, director of FDA’s Center for Devices
and Radiological Health. “When used in combination with other laboratory tests, the Binax NOW test pro-
vides an additional tool to help them diegnose this disease faster in the United States.” The assay was 95
percent accurate compared with standard microscopic diagnosis in a multi-center study outside the United
States in areas where malaria is prevalent. The test is manufactured by Binax Inc., a subsidiary of Inverness
Medical Innovations Inc. of Scarborough, Maine. (Source: FDA News, 6/26/07)

SARS

An international team of investigators has identified the first human antibodies that can neutralize different

" strains of the virus responsible for outbreaks of severe acute respiratory syndrome (SARS). The researchers,

from the National Institutes of Health and elsewhere, used a mouse model and in vitro assays to test the neu-

tralizing activity of the antibodies. Their findings appear in the July 2, 2007, early online edition of the

Proceedings of the National Academy of Sciences. The study is important because it is unlikely that the viral

strain that caused the outbreak in people in 2002 siill exists in nature. “What we need to prove for any vaccine,

therapeutic, antibody, or drug is that it is effective not only against the strain of SARS virus isolated from

people, but also against a variety of animal strains, because animals will be a likely source for re-emergence of
the SARS virus,” the researchers said. The discovery of two effective antibodies has the advantage that a

newly emergent variation of the SARS coronavirus might be insensitive to neutralization with one, but still

susceptible to the other. “Our results demonsirate novel potential antibody-based therapeutics against SARS

that could be used alone or in combination ... these human antibodies could be also used for diagnosis and as

research reagents in the development of vaccines and inhibitors,” the authots said. Citation; Zhu Z ef ol. Po-

tent cross-reactive neutralization of SARS coronavirus isolates by hurman monoclonal antibodies. Proc Natl_
Acad Sci USA 2007;104, No. 27 [E-pub July 3, 2007]

WEST NILE VIRUS

A Winnipeg, Manitoba-area blood donor is the first human case of West Nile virus (WNYV) this year in
Canada. The individual tested positive by mini-pool NAT after a June 19 bleod donation at Canadian Blood
Services and tested positive by mini-pool NAT. Initial reports indicate that the individual now has mild symp-
toms. Further investigation is underway to confinn when and where exposure may have taken place. The
earliest human exposures to WNV identified in Manitoba were in mid-June 2006, While Canadian health
officials are not predicting that an epidemic will occur this summer, they are finding more Culex tarsalis mos-
quitoes, which carry WNV, and the numbers are soaring early in the season. In june 2006, just two C. tarsalis
mosquitoes were found in the Winnipeg area, This year the C. farsalis number jumped to 389. The rising
numbers prompted officials in Winnipeg to order fogging trucks to conduct mass sprayings of malathion to
help control the insect population. In 2006, 151 human cases of West Nile virus were reported across Canada:
39 in Alberta; 19 in Saskatchewan; 50 in Manitoba; 42 in Ontario and one in Québec . (Source: Manitoba
Office of the Chief Cfficer of Health, 6/21/07; CTV.ca, 7/2/07)

West Nile Virus was defected for the first time last month in sentinel ckickens in Puerto Rico. The
chickens were in four separate habitats in rural and wrban areas. Seroconversion for WNV was detected by a
chicken specific MAC-ELISA in seven sentinel chickens in four pens (one wetland, one mangrove forest, and
two evergreen forests) from a sample drawn on June 4, 2007 and from another 21 chickens on June 11 in 11
out of the 12 pens, covering all types of habitats, including rural and urban areas. Puerto Rican health officials
now are testing mosquitoes captured around the positive pen areas in an attempt to isolate the virus and the
Puerto Rico Departroent of Health (PRHD) has alerted the population to take prevention measures. The Cen-
ters for Disease Control and Prevention and PRDH have conducted routine istand-wide human surveillance
for WNV since late 2002, To date, no human cases of WNV infection have been reported in Puerio Rico.
More active surveillance now has been initiated. (Source; ProMed Digest, 7/3/07) 4
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MALARIA LOOKBACK PROGRAM USING MAI.ARIA PCR IN KOREA - ] -
Kim Y

Center for disease control and prcucnttou. "Seoud, South-Korca

Background: Malaria is a major communicable d.lscasc worldwide and mainiy transmitted by the bite of infected Anopheles mosquitoes. But, malaria can

be transmitted by blood transfusion.

Aims: Korea is not endemic arez of malaria. Recently, Plasmodium vivax infection frequently occurred in some area, especiatly a north part of Korea, We

investigated the stored blood samples of blood donors who were diagnosed as malaria infection after blood donations to evaluate ﬁlc occurrence of

transfusion-transmitted malaria infection.

Method: Korea center for disease control and prevention (KCDC) collected the reports of malaria infection from the hospitals or puhhc health care centers

nationwide The stored blood samples of malaria patients who had donated blood within & months before diagnosis of malaria were. selected. KCDC

performed malaria-P(R for above selected blood samples. If the results of PCR for stored blood samples were pesitive, we obtained the blood samples of -alt

recipients who had recejved PCR-positive bjood components and pexformed peripheral blood smear(PBS) incuding thin and thick smear, malaria antigen

and antihody, PCR azd nested PCR for detection of malaria infection.

Results; Between May 2005 and Aug 2008, a total 2056 patients were confumed to be Plasmodium vivax infection. Among 2056 patients with mataria, 46

( "tients {2.2%) had the history of blood donations within 6 menths before the diagnosis of malaria. The number of blood donation for 46 patients was 51
~mong 51 stored blood samples, five stored biood samples, which were originated from four donors had positive result of malaria PCR. The duration from
first donation of PCR-positive blood to the diagnosis of malaria was 3-149 dzys (median 48'days). Seven blood components [five of packed red blood cell’
(pRBC), two of platclct concentration {PC)] were derived froma five donated blood and given 1o seven recipients. Among PCR-positive blood components,
PCR-pasitive pRBC were given to the recipients 7-30 days after bload donation and PC were given:2 days after blood donation. Among seven recipients
who received PCR-positive blood components, only onc recipient was proven te become infected with malaria using nested-PCR of malaria. The results of
PBS, malaria antibody and antigen, P{R, and nested-PCR for other six recipicnis were all negative
Conclusion: One recipient was documented as transfusion-transmitted malaria infection by malaria Jeokback program. Malaria lockback program-based on
malaria PCR is useful to identify transfusion-transmitted malaria infection.

Print ISSN: 0042-9007

Online [SSN: 1423-0410

@ 2007 The Authors

© 2007 Journal Compilation @ ISBT Blackwel! Publishing Ltd. 2007 Vex Sanguinis (2007) 93 {Suppl. 1)
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. .. . The First Fatal Case of Japanese Spotted Fever Confirmed by

Serological and Microbiological Tests in Awaji [sland, Japan

Tetsuhiko Nomura, Tsuguto Fujimoto'*, Chikara Ebisutani, Hidehisa Horiguchi and Shuji Ando’

Hyogo Prefectural Awafi Hospital, Hyogo 656-0013, and
'National Institute of Infectious Diseases, Tokyo 162-8640, Japan

Communicated by Ichiro Kurane
(Accepted June 4, 2007)

Japanese spotted fever is an important rickettsial disease
in Japan (1). Japanese spotted fever was first reported by
Mahara et al. (2,3) in 1984 in Anan City, Tokushima Prefec-
ture, Japan. Since then, cases of Japanese spotted fever have
been reported in many regions of the couniry. Yuzuruha Moun-
tain in Awaji Island (Figure 1) is one of the areas heavily
contaminated with Ricketisia japonica, and Japanese spotted

*Carresponding author: Mailing address: Infectious Disease Swr-
veillance Center, Nauonal Institute of Infectious Diseases. 1-
23-1 Toyama, Shinjuloutku, Tokyo 162-8640, Japan. Tel: +81-3-
5285-1111. Fax: +81-3-5285-1129, E-mail: fujimo-1@nih.go.jp

24|

fever cases are reported every summer in this arca (4). In the
present report, we describe the first fatal case of Japanese
spoited fever confirmed by serological and microbiological
methods. ‘

A T7-year-old male recognized loss of appetite as the ini-
iial symptom on September 2, 2005, which is defined as day
1 of his illness. Rash appeared on the lower thighs on day 2,
and a high fever of 38.7°C, dysarthria. and gait disorder on
day 4. The patient visited Awaji haspital on day 6, because
the syimptoms had worsened. The patient claimed that he had
worked on farmland, but had net visited a foresied area
before he developed the illness. He was alert on arrival at the
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Awaji Island

Mountain area

Fig. 1. Location of Yuzuruha Mountain area in Awaji Island.

hospital. At the first visit, other general findings included a
height 160 cm, weight 50 kg, body temperature 36.4°C, blood
pressure 102/58 mm Hpg, pulse rate 86/min and regular, and
SpQ, 97%. There were no abnormal findings in the chest
region, and neither abdominal mass nor hepatosplenomegaly
was palpable. Lymph node swelling was not found. No neuro-
logical abnormality was observed. Diffuse erythema of 7 mm
in diameter was present on each bilateral lower thigh, and a
bite mark (eschar) of a tick was evident on his anterior right
shoulder. )

Laboratory data were as follows: red blood cell count 4.43
X 105/ 1), Hb 13.8 g/dl, Ht 39.1%, white blood cell count
12,500/ 41, platelet count 52,000/£t1 - thrombocytopenia ob-
served, FDP 54 ptg/ml, suggesting concurrent DIC, Mild
hepatopathy and dehydration and a marked elevation of CRP
at 20.34 mg/dl were observed. Weil-Felix reaction was nega-
tive: 0X19<1:80, 0X2<1:20, and OXK<1:20. Blood sugar
level was elevated at 462 mg/dl and HbAlc 6.7%. As an
underlying disease, concurrent diabetes was suspected based
on the high blood sugar level. Findings from diagnostic imag-
ing were nonconiributory.

Because of the presence of an eschar and rash, it was sus-
pected that liver dysfunction and DIC were due to rickettsial
infection. Minocycline 200 mg/day, heparin 10,000 units/
day, and fluid replacement for dehydration were started
for treatment. Cn day 7, the 2nd day of hospitalization, CRP
decreased to 17.7 mg/dl. Physical findings of inflammation
started to improve and liver enzyme levels started o normal-
ize. On day 8, blood pressure was 84/48 mm Hg, showing a
rapid decline. Thereafter, the patient had repeated bloody stoal
mixed with red blood clots, and purpura appeared over the
entire body. The patieni eventually had cardiac arrest and death
was confirmed on the same day. The autopsy demonstrated
bilateral pleural effusion and oozing hemorrhage from the
mucous membranes of the stomach to the large intestine.

DNA was extracted from the blood in EDTA collected at
the initial examination. PCR (5) was performed with the R 1-
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R2 primer combination to detect spotted fever group rickett-
sia, and a 2nd PCR was then performed using the Rj5-Rj10

. primer combination, which specifically amplifies R. japonica.
Agarose clectrophoresis detected the target size of 357 bp

as the amplified product. The nucleotide sequence of the
amplified product was analyzed by direct sequencing. The
nucleotide sequence matched 100% with that of R. japonica
(GenBank accession no. U83442). Serum IgG and IgM anti-
body titers were examined against R. faponica by indirect
immunofluorescence assay. The IgG and [gM titers were
1:320 and 1:80, respectively.

Tsutsugamushi disease and Japanese spotied fever are two
diseases caused by ricketisial infection in Japan (1). Within
Awaji Island, these diseases occur in different regions:
tsutsugamushi disease in the northern part of the island and
Japanese spotted fever in the southern Yuzuruha Mountain
area (4). This is probably due to the different distribution
of the respective vectors. There have been several cases of
either disease anmually. It is very difficult to differentiate these
two diseases based on clinical symptoms, but they can be
epidemiologically differentiated to sonie degree based on the

time of year and the geographical location in which they (
A

occur. The patient in this study presented all 3 of the major
signs for rickettsial infection, eschar, rash, and fever. The

patient was clinically suspected to have Japanese spotied’

fever, according to the time and location of the incidence.
Therefore, minocycline administration was started promptly,

and the patient's conditions temporarily improved. However,

the patient died from hemorrhaging manifestation.

The case fatality ratio of rickettsiosis by the spotted fever
group is low. Rocky Mountain spotted fever has an excep-
tionally high case fatality rate of 3.7% (6). Kodama et al. (7)
reported the first fatal case of Japanese spatted fever in 2001
in Awaji Island, but they did not confirm Rickettsia infection
serologically. The patient in the present report was an elderly
person. Although diabetes mellitus was not observed in his
medical history, diabetes was thought to be the underlying
disease according o the elevated blood sugar level and a high
level of HbA lc. Therefore, it is likely that the patient was in
an immunocompromised state, and this condition was one of
the factors which contributed to the fatal outcome. For those
who are old-and predicted to have poor prognosis, steroid
therapy has been repaorted to be cffective, and the use of an
antibacterial agent of the new quinolone group should be
considered in combination with minocycline from the start
of the treatment (1). '

There is no gender difference in the reported cases of Japa-
nese spotted fever. People of all age groups can be affected,
but two-thirds of the patients are 50 years old or older. This is
probably due to the strong social activity of the elderly people
in the mountain village, rather than disease sensitivity. In
recent years, the numbers of Japanese spotted fever cases have
been increasing (8). Considering the increase in the percent-
age of the elderly population in semi-mountainous areas
in Japan, it is likely that severe and falal cases of Japanese
spotted fever will increase in the future. On the other hand,
healthcare providers are not provided enough information
regarding this disease. Further, specific serodiagnoslic tests
and PCR are nol widely used. Therefore, il is important io
facilitate the use of these diagnostic techniques, and to provide
the general residents with sufficient information cencerning
this disease.

This article appeared in the Infectious Agents Surveillance
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Report (1ASR), vol. 27, p- 36-37, 2006 ia Japancse.
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