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According to the WHO, approximately 254 million patients are chronic carriers of hepatitis B virus (HBV) and
the fatalities are in the range of 0.5 to 1 million patients per year [1]. Only a small fraction of patients requiring
treatment are on therapy. Untreated patients are at risk of suffering liver cirrhosis and hepatocellular carcinoma.

Chronic hepatitis B (CHB) is one of the diseases where therapeutic vaccination has been tested with enthusiasm
and hope, due to the limitations and low effectiveness [2] of current treatments. Although hepatitis B commercial
vaccines are efficient in preventing HBV infection, they have failed in the therapeutic setting, leading to the
development of more potent vaccine candidates.

Therapeutic vaccination can be conceptualized as the immunization strategy aimed at activating or modifying
the immune system in order to cure, control or limit the progression of a specific pathological condition, using an
active and specific stimulation of the immune system. This therapeutic approach has been attempted in the fields
of chronic infectious diseases, cancer, autoimmunity, allergy and the treatment of addiction to several drugs.

The working hypothesis of therapeutic vaccination in the field of CHB is based on the understanding of the
immunological profile of patients with natural- or treatment-induced serological and virological responses, in
contrast to the profile induced in those unable to control HBV replication and the related liver damage. Mimicking
this immune profile, several vaccine candidates were developed and tested. Even after the exciting Phase I/II results,
several companies have stopped studies with their candidates since they failed to fulfill specific clinical end points
in subsequent trials. A closer look into these clinical results is required.

Actions have been taken to improve therapeutic vaccines: inclusion of new antigens; the use of different routes
of administration; changes in the vaccination schedule; the inclusion of potent adjuvants; the optimization of the
antigen dose, etc. One of the reasons of their failure may be the fact that most of these clinical trials were conducted
in patients under a deep and long-standing viral suppression [3–5].

The rationale of therapeutic vaccination when administered under viral suppression, is based on the observation
that a decrease in viral load often precedes the detection of anti-HBV-specific T-cell responses, both in patients
resolving natural infections and in those achieving HBeAg seroconversion during the chronic infection. Thus, a
reduction in HBV load by antiviral treatment with nucleot(s)ide analogs (NUC) may increase the responsiveness
of HBV-specific T cells, which are hyporesponsive in cases of persistent HBV infection [6]. However, changes in
viral load have immunological repercussion.

Increased HBV-specific T-cell responses are detectable during the first few months of lamivudine treatment [7];
however, this restoration of T-cell activity is partial, transient and does not lead to an increase in HBeAg serocon-
version [8], suggesting that the timing for vaccination is a relevant variable. On the other hand, the patients restarted
NUC treatment very soon after discontinuation, just after the first detection of HBV DNA, or when there was
evidence of HBV replication at low levels [9–11], following a conservative approach.
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There are some theoretical disadvantages related to immunizing patients under long-term antiviral treatment.
Vaccine-induced T cells should exert their function in the liver. However, the anti-inflammatory liver environment
is reinforced, as reflected by the reduction in alanine amino transferase (ALT) levels in most patients few weeks after
the start of antiviral treatment [9–11]. In line with this, it has been demonstrated that hepatocytes do not express
HLA class II, except under inflammatory conditions [12–14], a logical and natural adaptation to the tolerogenic role
of the liver, further reducing the antigenicity of hepatocytes in patients without treatment.

The suppression of viral replication in patients under NUC therapy leads to a reduction in the number of
hepatocytes presenting viral antigens, such as cytoplasmic HBcAg. It has been demonstrated that the control of the
replication can be predicted by the low intracellular expression of HBcAg [15]. Taken together, in virally suppressed
patients, there is a reduced presentation of HBV antigens and consequently a reduction in the presentation of viral
peptides to vaccine-induced T cells both by HLA class I and II. Viral replication reactivates the immune system
detection mechanisms, restarting the immune response. In fact, nucleo(s/t)ide analog (NUC) treatment discon-
tinuation may be useful for immunotherapeutic efficacy improvement; however the design of the discontinuation
and restart treatment protocol needs to be changed.

HeberNasvac, a therapeutic vaccine used as a monotherapy, was compared with pegylated interferon (PegIFN)
in an efficacy Phase III clinical trial [16]. This product was shown to be safer than PegIFN and more effective
in terms of HBV DNA suppression. HeberNasvac also demonstrated a better serological response and a slower
progression of fibrosis, linked to a lower number of complications in the 5-year follow-up period when compared
with PegIFN [17–21]. It is noteworthy that the recent, long-lasting studies comparing PegIFN with antivirals support
the superiority of PegIFN for the prevention of unfavorable events (cirrhosis, hepatocellular carcinoma, death) [22],
even when the suppression of HBV is less pronounced compared with the effect of antiviral treatment. In this
context, HeberNasvac’s superiority compared with PegIFN deserves a closer look by WHO and other international
organizations due to the safety profile of this product, having the potential of being applied to all chronic hepatitis
B patients.

The sanitary registration granted to HeberNasvac in its country of origin (Cuba) as well as the first international
activities with this product in Japan [23] and other countries in Asia, are encouraging news. HeberNasvac represents
a finite and safe alternative for CHB treatment as a monotherapy. In addition, smart combinations with NUCs
or PegIFN are also possible since it is a fully developed industrial product and, at present, administered in several
hundreds of patients around the world as well as starting sanitary registration in several countries [24].

Future opportunities in the field of therapeutic vaccination
There is still a long road ahead in the optimization of this product. In fact, the first clinical evaluation of
HeberNasvac combined with NUC failed to demonstrate the expected efficacy according to the trial design [25,26].
Therapeutic vaccination combined with some of the novel therapeutic drugs under development [26] represents
a wide opportunity for future research. However, the study of smart combinations with NUC treatment may
overcome the immunological limitations found in past studies.

Major associations for the study of the liver support antiviral treatment discontinuation under strict monitoring
in noncirrhotic HBeAg-negative patients, with long-time virological suppression and low fibrosis. The recom-
mendations of treatment discontinuation in HBeAg-negative patients was preceded by a strong meta-analysis that
detected the increase of the anti-HBV immune response after NUC cessation, as a consequence of viral rebound.
ALT increases, in patients with low levels of fibrosis and under strict assessment, are considered benign in nature and
reflect an immune activation that leads to HBsAg elimination in 20–40% of the patients in the 3-year follow-up
period. On the other hand, patients continuing treatment with NUCs evidenced no reduction in their serum
HBsAg levels [27–30].

The European Association for the Study of the Liver (EASL) has established rules for restarting therapy based
on the absence of response, or on a clear and sustained re-emergence of the ALT and HBV DNA. Transient and
moderate ALT increases after viral rebound are considered physiologically normal. This is later naturally controlled
by the immune system. After a solid meta-analysis [27], EASL guidelines proposed the restart of NUC treatment,
several months after discontinuation and specific rules were put in place.

The currently used clinical trial methodology should be adjusted to implement the novel guidelines proposed
in patients discontinuing antiviral treatment. Such modifications favor the incorporation of patients currently
under NUC treatment and wishing to stop antiviral treatment after several years. A potential increase in serological
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responses is likely to occur in such conditions [27]. Hence, a new horizon of opportunities is created for therapeutic
vaccination approaches.

A rational design of vaccination in the setting of NUC interruption may also contribute to find a solution for
patients needing antiviral treatment cessation due to economic or medical reasons. In this group, ALT exacerbation
post-treatment cessation is frequent. In fact, irregular medication with NUCs is one of the major causes of
decompensation and acute on chronic liver failure [31]. Thus, the modulation in the pattern of immune response
with the use of vaccination around or after treatment cessation, should modulate the immunological pattern
associated with viral rebound and ALT exacerbation associated to decompensation, in favour of shorter and
beneficial flares related to the Th1 immune response induced by the vaccine [32].

An approach already under study proposes the use of NUC for a longer period of time after therapeutic
vaccination. This approach is intended to favor HBsAg seroconversion without losing the virological, serological
and biochemical gain from NUC therapy. In the specific case of HBeAg-negative patients under NUC, HBsAg
remains as the only serological variable. The accomplishment of this concept represents a new strategy; in short,
more time is given to the immune system to work under virological suppression [23]. The results of this new trial
should provide light on this novel approach, leading to NUC treatment discontinuation only after the consolidation
of HBsAg elimination.

In summary, therapeutic vaccination has the potential to modify immune reactivation after treatment cessation.
Alternatively, the use of NUC for a longer period of time after therapeutic vaccination should favor HBsAg
seroconversion without losing the virological, serological and biochemical gain from NUC therapy. Then, the
future of therapeutic vaccination in CHB remains alive and strong, both as a monotherapy and in the setting of
rationally combined treatments.

Financial & competing interests disclosure

The author has no relevant affiliations or financial involvement with any organization or entity with a financial interest in or financial

conflict with the subject matter or materials discussed in the manuscript. This includes employment, consultancies, honoraria, stock

ownership or options, expert testimony, grants or patents received or pending, or royalties.

No writing assistance was utilized in the production of this manuscript.

Open access

This work is licensed under the Creative Commons Attribution 4.0 License. To view a copy of this license, visit

http://creativecommons.org/licenses/by/4.0/

References
1. Global Hepatitis Report 2017. WHO, Geneva, Switzerland (2017).

2. Scaglione SJ, Lok AS. Effectiveness of hepatitis B treatment in clinical practice. Gastroenterology 142(6), 1360–1368 (2012).

3. Lok AS, Pan CQ, Han SH et al. Randomized Phase II study of GS-4774 as a therapeutic vaccine in virally suppressed patients with
chronic hepatitis. B. J. Hepatol. 65(3), 509–516 (2016).

4. Fontaine H, Kahi S, Chazallon C et al. Anti-HBV DNA vaccination does not prevent relapse after discontinuation of analogues in the
treatment of chronic hepatitis B: a randomised trial–ANRS HB02 VAC-ADN. Gut 64(1), 139–147 (2015).

5. Vandepapelière P, Lau GK, Leroux-Roels G et al. Therapeutic vaccination of chronic hepatitis B patients with virus suppression by
antiviral therapy: a randomized, controlled study of co-administration of HBsAg/AS02 candidate vaccine and lamivudine.
Vaccine 25(51), 8585–8597 (2007).

6. Michel ML, Deng Q, Mancini-Bourgine M. Therapeutic vaccines and immune-based therapies for the treatment of chronic hepatitis B:
perspectives and challenges. J. Hepatol. 54(6), 1286–1296 (2011).

7. Boni C, Bertoletti A, Penna A et al. Lamivudine treatment can restore T-cell responsiveness in chronic hepatitis. B. J. Clin. Invest. 102(5),
968–975 (1998).

8. Boni C, Penna A, Bertoletti A et al. Transient restoration of anti-viral T-cell responses induced by lamivudine therapy in chronic hepatitis
B. J. Hepatol. 39(4), 595–605 (2003).

9. Lok AS, Pan CQ, Han SH et al. Randomized Phase II study of GS-4774 as a therapeutic vaccine in virally suppressed patients with
chronic hepatitis B. J. Hepatol. 65(3), 509–516 (2016).

10. Fontaine H, Kahi S, Chazallon C et al. Anti-HBV DNA vaccination does not prevent relapse after discontinuation of analogues in the
treatment of chronic hepatitis B: a randomised trial–ANRS HB02 VAC-ADN. Gut 64(1), 139–147 (2015).

future science group www.future-science.com



Editorial Aguilar Rubido

11. Vandepapelière P, Lau GK, Leroux-Roels G et al. Therapeutic vaccination of chronic hepatitis B patients with virus suppression by
antiviral therapy: a randomized, controlled study of co-administration of HBsAg/AS02 candidate vaccine and lamivudine.
Vaccine 25(51), 8585–8597 (2007).

12. Knolle PA. Staying local-antigen presentation in the liver. Curr. Opin. Immunol. 40(3), 36–42 (2016).

13. Krawitt EL, Zannier A, Chossegros P et al. Expression of HLA antigens and T-cell infiltrates in chronic viral hepatitis. A comparison of
biopsy and fine-needle aspiration findings. J. Hepatol. 12(2), 190–194 (1991).

14. van den Oord JJ, de Vos R, Desmet VJ. In situ distribution of major histocompatibility complex products and viral antigens in chronic
hepatitis B virus infection: evidence that HBc-containing hepatocytes may express HLA-DR antigens. Hepatology 6(5), 981–989 (1986).

15. Uzun Y, Bozkaya H, Erden E et al. Hepatitis B core antigen expression pattern reflects the response to anti-viral treatment. J.
Gastroenterol. Hepatol. 21(6), 977–981 (2006).

16. NASVAC Phase-III Trial in Chronic Hepatitis B (CHB) Patients (NASVAC). ClinicalTrials.gov Identifier: NCT01374308 (2019)
https://www.clinicaltrials.gov/ct2/show/NCT01374308?term=Nasvac&rank=1
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30. Höner Zu Siederdissen C, Rinker F, Maasoumy B et al. Viral and host responses after stopping long-term nucleos(t)ide analogue therapy
in HBeAg-negative chronic hepatitis B. J. Infect. Dis. 214(10), 1492–1497 (2016).

31. Zheng Y, Chen S, Li S et al. The percentage and severity of HBV-related acute-on-chronic liver failure patients result from irregular
medication of nucleos(t)ide analogues. Hepatol. Int. 11(Suppl. 1), S97 (2017).

32. Flink HJ, Sprengers D, Hansen BE, et al., HBV 99–01 Study Group. Flares in chronic hepatitis B patients induced by the host or the
virus? Relation to treatment response during Peg-interferon α-2b therapy. Gut 54(11), 1604–1609 (2005).

Future Sci. OA (2019) 5(10) future science group

https://www.clinicaltrials.gov/ct2/show/NCT01374308?term=Nasvac\&rank=1
https://www.cecmed.cu/sites/default/files/adjuntos/rcp/biologicos/rcp_hebernasvac_0.pdf


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'PPG Indesign CS4_5_5.5'] [Based on 'PPG Indesign CS3 PDF Export'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks true
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions false
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 600
        /LineArtTextResolution 2400
        /PresetName (Pureprint flattener)
        /PresetSelector /UseName
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.835590
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


