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Table 1: Identification ofMHCclass I restricted peptides derived fromHBV that did notmeet cutoff criteria.The selection criteria for peptides
are as follows: Charge 1: XCorr > 1.6; Charge 2: XCorr > 1.8; Charge 3: XCorr > 2.0. Peptides that have a XCorr lower than the cutoff value are
considered “low confidence” “low abundance” peptides. These peptides have been previously described [19].

Peptide sequence Parent protein Accession ID Charge XCorr
FLPSDFFPSV Core protein gi116947 2 0.59
DLLDTASALY Core protein gi62288052 2 1.05
EYLVSFGVW Core protein gi16930336 2 0.98
FLLSLGIHL P protein P03159 2 1.10
FLLTRILTI Surface antigen gi329620 2 1.02
ILLLCLIFLL Surface antigen gi329620 2 1.01
IPIPSSWAF S protein P03141 2 1.46
LPSDFFPSV Core antigen gi116947 2 0.70
LTFGRETVLEY Core protein gi16930336 2 0.69
LVVDFSQFSR P protein gi118870 2 0.91
LWFHISCLTF Core protein gi16930336 3 0.84
QAFTFSPTYK P protein gi399401 2 1.24
RFSWLSLLVPF P protein SRC7447 3 1.21
RWMCLRRFII S protein gi62281 2 0.69
STLPETTVVRR Core antigen P03146 2 1.03
WLSLLVPFV Envelope protein gi128168864 2 1.11
WMMWYWGPSLY Surface antigen gi329620 3 1.04
GLSRYVARL P protein gi118877 2 0.84
HTLWKAGILYK P protein gi118870 3 1.76

Table 2: HBV specific MHC class I restricted peptides identified by immunoproteomics. The LC-MS/MS selection criteria for peptides are
as follows: Charge 1: Xcorr > 1.6; Charge 2: Xcorr > 1.8; Charge 3: Xcorr > 2.0. The HLA binding scores were calculated using the SYFPEITHI
prediction program [28].

Peptide sequence Protein Accession ID HLA motif 𝑚/𝑧 Charge Xcorr HLA binding score
GGPNLDNIL Large E Q8QSF2 A2 457 2 1.88 13
LTFGRETVLEN Precore/core (C) Q6UFV9 A2 640 2 2.18 19
LTTVPAASLLA Large E Q9YKJ7 A2 530 2 2.12 20
ILRSFIPLL Surface (S) Q6WYY8 A2/24 537 2 1.81 A2: 28; A24: 12
FLKQQYMNL Polymerase (P) I0DE20 A2/24 1185 1 1.92 A2: 20; A24: 9
FLSKQYMDL Polymerase (P) L7QBE1 A2/A24 573 2 1.80 A2: 21; A24: 11
TVSTKLCKI Polymerase (P) Q8B4E6 A2/A24 497 2 1.92 A2: 19; A24: 14
FLGGPPVCL Surface (S) Q0EED2 A2/A24 452 2 2.05 A2: 26; A24: 11

chronically infected individualsmount robust CTL responses
against HBV either spontaneously or in response to IFN-𝛼
treatment [14]. These T cells are directed against multiple
proteins indicating that chronically infected patients can
also mount a broad response to viral antigens. These data
suggest that therapeutic interventions designed to stimulate
robust and multiepitope specific responses may be sufficient
to resolve chronic HBV infections. Yet, despite an effective
prophylactic vaccine, there are currently no therapies capable
of eliminating HBV from chronically infected individuals. A
number of anti-HBV therapeutic vaccines have been tested
including traditional prophylactic vaccines, antigen/antibody
complexes [15], lipopeptide [16], DNA [17], and recombinant
virus [18] based strategies with limited success. Thus, there is
a critical need for more targeted therapeutic vaccines capable
of inducing robust, sustained T cell responses capable of
permanent clearance of virus.

Therapeutic peptide based vaccines are an attractive
method for inducing CD4+ and CD8+ T cell responses in
chronically infected individuals. Formulating a vaccine with
multiple epitopes presented by the chronically infected cells
that are capable of activating polyclonal T cell responses may
have the ability to eradicate the infected cells in chronically
infected patients. Peptide antigens for the early stage clinical
studies were identified by motif prediction algorithms and
selected by screening CTLs from acute and chronically HBV
infected patients [19]. However, the T cell epitopes presented
by HBV infected cells have not been reported or used in a
clinical study. Here we took an immunoproteomic approach
to identify MHC class I peptides presented by chronically
HBV infected cells. This approach has distinct advantages
over traditional vaccine design algorithms as it identifies
antigens naturally processed and presented by infected,
but not healthy, cells. Using this approach we identified 8


