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Inactivation: of ‘whole .viral particles is the basis for several:successful
vaccines currently in use. Initial attempts to use:SIV to model a killed HIV-1
vaccine were unsuccessful and limited subsequent effort has been directed

towards a systematic study of the mquuvmoﬂts {for a successful whole killed

HIV-1 vaccine. ‘Recent insights into HIV-1 virion and glycoprotein structure
and neutralization epitopes. led us to revisit the question of whether
inactivation of whole HIV-1 particles could serve as a basis an HIV-1
vaccine. Our. results indicate that relatively simple processes involving
thermat and chemical inactivation can. inactivate HiV-1 by at least 7 logs,
and maintain envelope glycoproteins on: the “virion' surface in-a strain
dependent fashion. Of importance, we demonstrate retention of each of
three - conformation -dependent . neutralization - epitopes.  Moreover, the
antigenicity of these epitopes is increased as a function of time. In contrast,
‘treatment of free eavelope.under the same conditions leads only fo loss of

Hepatitis C Virus (HCV) is the causative agent of most case of uansﬁxsion-associa(ed non-
A, non-B hepatitis, more:than 70% of acutely infection will proceed to-a-chronic carrier
state which may progress o cirrhosis and hepatoceliular: carcinoma. Currently there is no
effective therapy for chronic HCV infection and no valuable vaccine has been developed. In
this study, we constructed the recombinant plasmids pCIHHCV-E18 (E18) containing HCV
envelope genes which encoding E: + E2 protein and pCI-HCV-D1 (D1) containing core
plus envelope genes. Afier the intrasmuscular inoculation. in BALB/c mice, we found no
IgG antibody rise after second boost. ‘Te venfy whether the humoral response had been
primed, we boosted the DNA-immumized: mice with purified recombinant HCV-envelope
protein G13 (22413-729, E2 region). - The anti-enivelope IpG in E18:and D1 immunized
‘mice reached high level Tapidly (p<0.01);one;lotwo weeks earlier than that inoculated with
control plasmid (pCLblank), This demenstrated the specific humoral response has been
primed. Tn'a proliferation assay, the spleen celis'from Ei8:and D1 immunized mice gave
higher stimulation index than that of control mice (P<0.01). The responding celis in
proliferation have been ‘proved to be-of CD4" CD8 phenotype by blocking using specific
monocional antibodies; supporting that the DNA immunization has specifically primed T
helper cells. :A Crs51  releasing CTL assay specific for HCV core and envelope was

investigated using peptides. We demonsirated CTL activity against HCV core in D1 antigenicity.. These-inactivated virions can also. be presented by human
S g e e i s o IOV anuelone in E1R and dendritic cells to' drive-a' cell ' mediated recall response in HIV seroposmve

imminized mices, however we fail fo detect CTL activity against HOV eaveiope in 215 ant
D1 immminized mice. We demonsirated that immunization of plasmid containing HCV donors in vitro. . These data indicate that-a systematic study of HiV-1
envelope gene could induce specific antibady response and T helper cell activation. But the inactivation, gp120 retention, and:epitope" antigenicty can provide insights
ability of HCV envelope gene to induce CTL remind to be further investigated. thatwill be importent in developing-an effective whole killed HIV-1 vaccine.
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Gelatin in Vaccines As A Possible Cause of Anaphylaxis The Safety of Hepatitis B Vaccine in Adults
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Background: Gelatin is tsed i in some live viral (e.g. measles) vaccines as a heat 9—"4@% R-eports .o f permanent dlsablhty. follow1ug hepatltls'B (HB)
stabilizer. A case report from the U.S. and several case-series from Japan suggest that vaccination in p_reylously healthy adults raise questions a!aout its safety. We
the gelatin in such vaceines can canse anaphylaxis. The fraction of vaccine-associated assessed the validity of such concerns. Methods: We reviewed 1991-98 data

for adults 18+ years old from 1) the Vaccine Adverse Event Reporting System

anaphylaxis atfributable fo elatin is unknown, however. S ] b ver )
Methods: We conducted a case-control study to identify possible risk factors for (VAERS) and 2) Biologics Surveillance on net doses distributed in the U.S.

anaphylaxis  after measles vaccination used in the US. Cases were identified from the Definitions were developed for inflammatory (IAE) and paralytic adverse
Vaccine Adverse Event Reporting System (VAERS); a national passive surveillance events (PAE). Separately, dizziness, paresthesia, and fainting were defined as
system. VAERS reports with symptoms consistent with anaphylaxis were reviewed by nuisance adverse events (NAE). Data for Tetanus-diphtheria (Td) vaccine
an allergist and clasSified as probable and possible cases. Controls matched by age, sex was used for comparison. Results: Reporting rate to VAERS per million doses
and the time of measles vaccination were recruited from the:population served by the distributed for IAE, PAE, and NAE was higher for HB vaccine (0.8, 0.7, 5.5)
Mayo Clinie (Rochester, MN). Allerey hlstones and a blood sample for anti-gelatin . . _ :
IEE testing were obtained from both cases and controls. The IoF binding level of 2 c?mpmed to T d 51021)0]3 ’ 331) ® .<0'01 ’ ‘tkt'est)f. Amlo "8 V:ccxuees 18 g :J eafrs
standard déviations above the 1 mm t por mmu s for the con trols was used as a of age repon;tmg isability, t ere x.s a stri mg emale pre. ominance (80% of
cut-off level for positive fest results. 184 HB, 72% of 18 Td). Dl§cussmgf The higher reporting rafe for NAE, as
Results: Sixty.one of 132 probable and possible cases were. mtervwwed Twenty two well as IAE and PAE, after HB vaccine compar ed to Td vaccine suggest that
ofthem also provided a bload sample for IgE testing. To date, Iaboratoryresults are this may be an artifact of reporting due to the greater use of HB vaccine in
complete for 13 cases and their controls. Six cases had anti-gelatin 18E levels health care workers - who may be more likely to detect adverse events and
- exceeding the positive cut-off versus none of the matched controls (McNemar’s P- report to VAERS. The female predominance among disabled vaccinees

valie=0.01). Ten of the ;,g«lm ofallersieste food or drigs compared to 3 irrespective of vaccine, also observed in many autoimmune disorders, bears

of the controls (P=0.001). further exploration. It suggests that there may be a generic “unmasking” of
Conclusions: Our data suggest that pelatin may be an important cause for anaphylaxns genetically susceptible individuals by vaccines.

following measles vaceination in the U'S. and elsewhere. Efforts to identity
alternatives to gelatin for vaccine stabilizermay be needed.
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