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Check Out New Additions to Rare Books Collection

The AAN Library Collection at the Bernard Becker Medical Library of Washingron University
School of Medicine in St. Louis has acquired two significant neurology tomes. The rare 1913
classic on pediatric neurology, Die Erkenntniss und Heilung der Gebirnentzurdung, des inneren
Wasserkopfes und der Krampfhrankheiten im kindlichen Alter by Eduard Loebenstein Loebel,
incdludes a signed presentation lerter from American neurologist Hans H. Reese, MD, to Francis
Forster, MD, one of the founders of the AAN. Hughlings Jackson on Aphasia and Kindred Affec-
tions of Speech, by Sir Henry Head (1926}, s a book reprine from Brain, Parts 1and [ (1913), and is
considered the most imporcant work on aphasia in the English language.

Visit urew.aan.comfrarebooks for more information on the AAN Library Collection. AAN menm-
- bers may use thecollection by contacting Lilla- Vekerdy, Librarian, ac rekerdvi{@ieust! edu or (314)
362-4235.

71

165



72



€L

m%smﬁﬁﬂ

A AR AR U 21

HH—REUTAV, HEV BEFHIE, ORFIEAZE LS ML 7~ T A EB L UR AR BITICIVRELE, B FEARE
HEVY A L 28k T R OF v M B zin~house ELISAIZ XY, SiHEVI & E iR T BELISAEER EHL /-,

BB 20064 1 A ~20064E8 A Izl I8V TR L DHEVALZ ) — =& 24T o1z, 388,119 055 B4E334 (1/7,120), k224
(1/6,962) BHEV-RNARBM: T, genotype 3B Toho7:(G3/G4=51/4), 554 404 fi@(ﬁnﬂ#@HE\/ﬁﬁii@ﬁ’C%D A
fr, TAO—T v TRETIY. —EOHEVIEMER M EF DALTEHBT~333 IU/LET LR LA E BEROHIBRME L Ve i, HEV-
RNAIZREITE M HEHh, BETER M O6 BRI M2 leor, pMPLEITRES] B CitHaha L5 icizof= (Bl #%237H LL kb
HIELTD), 55 A OBRG MO B TR AR S, 281824 o SAFICHEVERE RESE., Bio2fiAliz 24 (ol - 23HEV
BRAESET IMHCITAE M EI0 B LIS C Lo RE Thots, fRiE DRYL—MNIHBH TR, fRitE 0 %<1
1B60 8 LAOBHFERTERREIHY, TOUEH TRHEVIE RS2 HEIN TSR0, B RS BEICIDFTRBEIE Y,
I EE O T000AIZ LA DS THEV-RNARMEIHE s, HEVE YU T O—EIALTE EEAERH BTN, LA ENBERT
HEVHL SR Thotn, HEVIZ A /VAILEEE, i feF & TO7 B Mlishic, HEV%Mﬁkﬁu%mﬂéo)ﬁaméﬁiﬁ;%%% OHh, Pz
<2 AR L (14 ISR, $O 14 3R EEN:) . BRI ORP A —MNITRZER, SRR ROEYBHEI RSN TS,

- No. 37
Y EER WRGE ﬁﬁﬁ*‘%’\
- $EH %-—ﬂl% B | FIEESEORXS (#E0HRE
] B2 . &3 4 151
AR -REEK 2007. 6. 30 ML
. H. theda, H. Sakata, K. '
— AR SR R (RLERFEIZEDE L) Matsubayashi, E. Tokushima, S. HERE
: Tanaka, S. Sato, T. Kato.
Erem’ Elr%} (B Kﬁ’ﬁ+$fﬁ:)i 23R4 ) 4\ T 4k R {international Society of Blood
fRa+Epr | B 571 { B ARFR+-FH) ) Transfusion 17th Regional
BSEA (EH4A) ERRM-LRT B 77 ) (B AFR-+34E) Congress, Europe; 2007 Jun. 23- R
RS & ARt -LRI B 77 | (B AR--2£4E) 27; Madrid'-
Ok FEBOHEV A== 3 L30T,
TR RHOLERHEVIEE — N DR SO R IR Th S, BERA 1. ﬁmuh;n{amr_wﬂ%rwm%n, =0 ﬁ@g%gﬁgﬁgﬁ
FER OB RERMEIL, BEREHL— P EDBERUIRES 2 B NERER Cholz,
B ;1) BRiLE OHEVAZY —=17 i LB R B HEV B Y T 0532 L, 2) HEVIR kD Bt 2B bhicar s, ARl B R
J5 15 HEV-RNAD# H & 78 &iXTaqMan real-time RT-PCREEICLVEHEL . HEV-RNA% in vitro CIBE UT2eDNA 7V U —be B RO |BBHS el B 77

ApRM-LRI B#R)
FRHA R f-LRM B 77

MEENTDVANA,
AN, RS ORRS
vCIDE DBV RS

hHT

BEEXDER SROME

b HEE ORI E DHEVAZ ) — = & Totn b2 A BRILE O
7000 AT 1 ADEIE THEV-RNAS B HHEI, HEVIBAERR M 4% - R{R00 2 R - RS 1L - BBURTA PRI B3 B/F 2R3 ) LERL T,
e A T BETRL DL e bboA BRER LT,
ki F DR G —MTEB G TRV VS, B B S A Gy
DT ERIEDHETHD,

A AT R O B S e h A BRI R ORI B

BRI 12 301 AHEVRE B OB BB R T > TV B, LMFEILBITD
M HEVE IR & 20T, BRI LS TR FRRONAT AT 2
CRERREEML THD, T, MMIZEBAFRD A AR 1k
D7, MEFOALTEG1IU/LEL Lo ik zdm i B b8k L T

2o

5. A HHEVIGH BRI B BIEBONE & S xt B 5|

e

Q

MedDRA/J Ver.10.0J




JRC2007T-041

azy
1y

Poster Session
6.2 Blood safety - transfusion transmltted dlsease (TTD) -
hepatitis

P203 '

HEV' SCREENING FOR BLOOD DONORS ) .
Ikeda H, Sakatz H, Matsubayashi K, Tokushima E, Tanaka §, Sato S, Kato, T .
Hokkaido Red Cross Blood Center, Sapporo, Japan

Background: Zoonotic food-borne infection is a major transmission route of HEV in Japan. Rcccntly, we reported a transfusion-transmitied hepatitis E case
(keda H et al., Transfusion 2005; 45: SP207), where the causative donor was apparently infected by zoonotic food-bome route and remained asymptomatic.
Aims: 1]JTo prevent transfusion~transmitted HEV infection by screening blood donors for HEV.

2) To clarify natural history of HEV infection.

Methods: HEV-RNA detection and quantitation was carried out by TagMan real-time RT-PCR using in vitro-transcribed RNA from HEV cDNA te.mplatc as
quantitation standards. HEV genotype was determined by PCR dircct sequencing and phylagenetic analysis base on ORFI sequences.

ELISA for anti HEV was canied out with in-house ELISA using recombinant HEV virus-like particles{Li TC et al., J Med Virol 2000;62:327-33.) andfor
commercial kit (Cosmic Corporation. Ce., Ltd., Japan) '

Results; Blood donors were screened for HEV-RNA from January 2005 to April 2006, Of 388, 119 donations, 33 males (1/7120) and 22 females {1f
6962)were HEV-RNA[+). Genotype 3 was predominant{G3 /G4 = 51/4). Of 55 HEV-RNA(+)donors, 40 were seronegative at donation and cventually
seroconverted. Follow-up studies revealed that no HEV{+)donor had subjective symptom, although ALT levels went up to 67-333 ITT/L in some of them,
HEV-RNAs were detected in 37 days at the longest or undetected in 6 days at the carliest after the donations. Their lg’M antiHEV became detectable in
51 days at carliest or lasted more than 237 days after the ‘donations.

Of 55 donations, seven were used for transfusion; two caused HEV infection in two patients; two did not cause infection in two patients; three were
inknown hecause patients died befare 30 days after transfusion. Although their infection routes were not very dear, zoonotic food-borne route was likely,

- because most of them had history of ingesting aniral meat derived from imtersal organs in the past 60 days and such meat was reported to be sometimes -~~~ - .

contaminated with HEV {Kato M, et al., Kanzo 2004; 45:688).

Conclusion: HEV-RNA, was detected in our bload doners at the rate of about 1{7000. HEV carriers were mostly asymptomatic and seronegative, although
high ALT level was observed in some. HEV viremia was detected in 37 days at the longest after donation. Of seven patients who were transfused with HEV
positive blood, at least two were infected {one symptomatic and the other asymptomatic), Although their infection route was not clear, zeonotic food borne
infection was suggestive.
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A Seronegatlve Case of HIV-1 Subtype
C Infection in Botswana

Viadimir Novitsky,'* Tendani Gaclathe,? Elias Woldegabiiel,”"
Joseph Makhema,"* and M. Essex™

"Botswana—Harvard Schoo! of Public Health AIDS Initiative Pmmrshlp for HIV
Research and Education, and Infectious Disease Care Ciinic, Princess Marina
Hospital, Gaborone, Botswana; and *Department of Jmmunology and Infectious
Diseases, Harvard Schoot of Public Health, Boston, Massachusetts .

‘We report the first case; to our hoﬂﬁgg of antibody-neg-

- ative human immunodeficiency virus type 1 (HIV-1) subtype ..

‘ C » infection, which was identified during screening for acute
HIV-1 infection in Botswana. Results of tests for HIV-1 an-
tibodies were consistently negative, including rapid and reg-
ular enzyme-linked immunosorbent assay and Western blot.
The nonrecombinant HIV-1 subtype C infection was con-
firmed by viral genotyping within the gag, pol, and ernv genes.
The period between referral of the patient in a clinically
stable condition and AIDS-rclated death was ~3 months. The

reported case indicates the importance of studying the prev-

alence of seronegative HIV-1 infection in southern Africa,
where subtype C predominates.

Routine HIV-1 testing by rapid or standard ELISA has become;
a commonly used health care practice. The high sensitivity of
currently used licensed ELISA kits results in a relatively low

* frequency of false-negative results during HIV-1 testing, Testing .

: during the seroconversion “window period” is the most rec-
C gnized reason for a temporarily negative ELISA result; other

“teasons may include atypical virus or agammaglobulinemia.
Although false-negative ELISA results can be confirmed by al-
ternative methods that target viral RNA in plasma and/or cell-
associated proviral DNA, the nudeic acid—based methods are
not commonly used for routine HIV-1 testing. :

Some patients may not develop antibodies after primary HIV
infection, and a lack of adequate immune response may facil-
itate rapid progression of disease {1]. Rare cases of seronegative

Received 26 March 2007; aceepted 8 May 2007; electronically piblished 20 July 2007,

Aeprints of correspondence: Or. M. Essex, Dept. of Immemology and Infectious Diseases,
Ravard Schoot of Public Heaith, ﬁSI Huntington Ave., Bosten MA (2115 (messex
@hsph.harvard.edu).

Clinicat Infectious Diseases 2007;45:e68-71

© 2007 by the Infectious Diseases Society of America. All tights reserved.
1058-4838/2007/4505-00E4515.00

DOt 10.1086/520683

HIV-1 subtype B infection have been reporte& in Europe-and’
North America [1-6]. Among non-B clades, HIV-1 subtype A
infection was found in a persistently HIV-1-seronegative
woman from Ivory Coast {7], subtype A2 virus was identified
in an HIV-l-seronegative woman in Portugal [8], HIV-1
CRF01_AE (a circulating recombinant form of HIV-1 that is
composed predominantly of subtype A and a unique envelope
designated lincage E)} was documented in.4 HIV-1-seronegative
drug users in Thailand [9, 10], and a rare A/G recombinant
was found in an HIV-1-seronegative woman from Ghana [11].
To date, no studies, fo our knowledge, have reported cases of
seronegative HIV-1 subtype C infection, which is the predom-

"inant HIV-1 subtype in the worldwide epidemic.

Here, we report a case of persistently antibody-negative HIV-
1 subtype C infection in Botswana. A 46-year-old woman was
referred to our study of primary HIV-1 subtype C infection in
Botswana for HIV screening with 2 documented antibody-neg-
ative rapid ELISA tests performed elsewhere during the previous
year. At the time of referral, she did not present with any
opporiunistic or chronic fllnesses but had complaints of recent
deterioration in general health and weight loss. The patient had
received antifungal treatment for oral candidiasis and nonspe-
cific oral ulcers at the local city-council clinic. No behavioral
risk for HIV infection was identified by interview of the patient
or review of medical records, She denied having any sexual
relationships for 6 months prior to study entrance and re-
ported no blood transfusions or injection drug uvse.

After receiving counseling and signing an informed consent
form, the patient was tested for HIV-1 antibodies and viral
RNA. The antibody tests, including rapid ELISA (Determine
HIV-1/2, Abbott, and Uni-Gold HIV kit, Trinity Biotech) and
regutar ELISA (Murex HIV 1.2.0, Abbott, and Ortho HIV-1/2
Ab Capture, Ortho Diagnostics), yielded negative results. Viral
RNA was detected in plasma by RT-PCR at >750,000 copies/
mL. The tests were repeated, and the results remained the same,
Western blot (HIV 2.2 Western Blot assay, Gene Labs Diag-
nostics) did not reveal any reactive bands. IgG and IgM levels
were within the normal range (1410 mg/dL and 179 mg/dL,
respectively), whereas the IgA level was elevated to 588 mg/dL.
Her CD4* T cell count was 38 cells/fmm?, and her CD8* T cell
count was 138 cells/fmm®. The patient was offered antiretroviral
therapy but declined. Her viral load fluctuated from 451,000
copies/mL to >750,000 copies/mL over 2 months. Her CD4'
cell count decreased to 19 cellsfmm’. The CD4*/CCR5' T cell
percentage was detected within the range of 10.3%-17.3%, and
the CD4*/CXCR4" T cell percentage dominated at ~95%.
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Esophageal candidiasis and severe oral herpes were treated
with Auconazole and oral acydovir. Eight days after the initi-
ation of HAART (600 mg of efavirenz once daily and 150 mg
of lamivudine plus 300 mg of zidovudine twice daily), the
patient presented with inability to communicate and unusual

behavior. Altered mental status and HIV encephalopathy were .

listed as probable clinical conditions. Cryptococcal meningitis
and intracranial space-occupying lesions or infections were
ruled out by analysis of CSF specimens and CT of the brain.
The biochemical laboratory results are summarized in table 1.
The patient died 4 days after admission. Encephalopathy or
meningitis, HIV infection, and pulmonary tuberculosis were
listed as the diséases or conditions leading to death. Immune
reconstitution syndrome [12] or herpetic etiology of enceph-
alopathy could not be ruled out. Postmortem examination was
not available, and therefore, the cause of death could not be
ascertained,

Previous reports of seronegative HIV-1 infections described
patients who progressed to AIDS rapidly {1]. Rapid progression

Table 1.

was also observed in the current case. Routine ideatification
of antibody-negative HIV infections may be associated -with
substantial logistical challenges. Nevertheless, initiation of

-HAART in patients identified to be seronegative who have high

plastna viral loads apparently should not be deferred. )

It is known that high levels of circulating immune complexes
can be found during the late stage of HIV infection. Formation
of immune complexes in the sera of patients with AIDS and
AIDS-related complex may be responsible for failure to detect
free HIV antibodies in some patients [13, 14]. Therefore, we
cannot exclude formation of immune complexes as a potential
reason for negative results of tests for HIV antibodies in the
study patient. However, patients with detectable circulating im-
mune complexes usually have increased levels of each immu-
noglobulin class {15]. Consequently, the normal levels of IgG
and IgM, as well as the results of seronegative tests performed
within the year prior to referral, might argue against immune
complexes being the main cause of the HIV antibody-negative
status of the patient in the current study.

Clinical values for a patient presenting with HIV-1 antibody—seronegative AIDS.

Test or variable .

Reference

Result or value value

Rapid plasma regain

Cutture
CD4" cell count, cells/u!_
Virél Toad, ‘copiasinl.
HIV ELISA
Alkaime phosphatase fevel
AST level, UL
ALT tevel, UL
Hepatitis B virus surface antigen test

neutrophils/L

Clear, no xanthochromia, no clot

Nonreactive

135-145

23.32 700-1000.
>750,000. .~ o
Negative :

Not dstérminéd
74.86 10-34
16.13 11-44

Negative

NOTE. ALT, alanine aminotransferase; AST, aspartate aminotransferase.

BRIEF REPORT = CID 2007:45 {1 September) * €69

80

C.



