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Low Levels of Antibody-Dependent Enhancement in Vitro Using Viruses and Plasma from Dengue
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(B #%(Purpose)) .
The majority of dengue patients infected with any serotype of dengue virus (DENV) are asymptomatic, but the remainder may
develop a wide spectrum of clinical symptoms, ranging from mild dengue fever (DF) to severe déngue hemorrhagic fever (DHF).
Severe cases occur more often in patients who experience a secondary infection with a different virus serotype. A phenomenon
called antibody-dependent enhancement (ADE) has been proposed to explain the onset of these severe cases, but the exact

mechanism of ADE remains unclear,

{ FiEf b Iz B (Methods/Results))

Virus neutralization and ADE assays were performed using ultracentrifugation supernatants of acute-phase sera from patients
with secondary infections or human monoclonal antibodies (HuMAbs) as anti-DENV antibodies. Virus sources included
infectious serum-derived viruses from the ultracentrifugation precipitates, laboratory-culture adapted DENV, orl recombinant
DENVs derived from patient sera. In contrast to the high levels of ADE observed with laboratory virus strains, low ADE was
observed with autologous patient-derived viruses, when patient sera were used to provide the antibody component in the ADE
assays. Similar results were obtained using samples from DF and DHF patients. Recombinant-viruses derived from DHF patients
showed only minor differences in neutralization and ADE activity in the presence of HuMAbs or plasma derived from the same
DHF patient.

(# ¥5(Conclusion)}] ‘
Serum or plasma taken from patients during the acute phase of a secondary infection showed high levels of ADE, but no
neutralization activity, when assayed in the presence of laboratory-adapted virus strains. By contrast, serum or plasma from the
same patient showed high levels of neutralization activity but failed to induce significant ADE when the assays were performed
with autologous virus. These results demonstrate the significance of the virus source when measuring ADE. They also suggest
that repeated passage of DENV in cell culture has endowed it with the capacity to induce high levels of ADE.
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Fr oA NA (DENY) 1Tt 400 MiER (DENV-1~DENV-4) 235 5, BHIL, DEWICHRRL THLEZDIIZ LAY DB
BIEERMEICBIRT 20, BIET S L MM 0EREFET S, 1 oOMFR T LR @EiRT 5 & [ CmiFaic
EH OB LAY, BRERENFEINS, UL, BRIOBE YA AR LTRPRITE I, & UAH L
LT eBmebhTng, TOBFLE LT, 2L OEFAREHAVERRILL Y, IBBOBETHEEIATCHE
FREROEVRY 4 VRHER, Fel B ¥ —3REAT I~ n 7y —PSofia~0E& 28, BivgiRigc
R EEIWERTENTE R, —OEHSITantibody—dependent enhancement (ADE)Ei&k & FEITH, 2EIHRECOE
ELZHATAIREL LTRVEIRBERCE L, FHETIE, 44 ABEHEMLFECL B2 o—UhE, 2w
DAY o—HEERVYT, DENVEBREKRE Y A OREESBEREIZIT 5 ¥ 4 A R PFIRE & ADERBIZ DUV TR L
Too FOWE, ZELOREIHLNB KK, RBREKREAWET &L Tid, 2E8 ODENVIZEY: L AE B0l
EL MR TIITEVADERERD S, FRIEEIZIZL A EBD N oz, —F, BEVAAIBERWZES T,
Al U A i< M TADERLIE & A CRRD SNTICRRIEMERRD bk, BE YA LKA El/E T2
TABBESF I —EHELT, ThE2UVAARLELTHWEESEBW T LR URERER L, BE, -
NETCYIFU2RBTAI A TRERHMBEALEL DR TE LA ST, EREHREZAWVWAZ LICLV BTSN
EHTROONIABTHDHILERLELOT, BAFHEITE, BOBECETIEELLNS,




