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Editorial:
Pandemic and research ethics

– Democracy, placebo, and post-trial access

This issue of the journal “Clinical Evaluation” features the proceedings of a two-day international 
webinar entitled “Pandemic and research ethics－Democracy, placebo, and post-trial access” co-orga-
nized by COVID-19 Task Force of the Japan Association for Bioethics and the Brazilian Society of 
Bioethics, held in June 2021. By then, a number of COVID-19 prophylactic vaccines had acquired 
emergency use authorizations (EUAs) and vaccination programs had been promoted worldwide. In this 
situation, we still need clinical trials because long-term efficacy and safety of these vaccines, or prophy-
lactic effects of these or other candidate vaccines against variants have not yet been fully proven. Can 
we still justify placebo-controlled trials when we have vaccines with compelling scientific reasons? 
What are the principles to ensure fair access for participants enrolled in clinical trials, as well as those 
who most require the benefits from products developed to overcome this pandemic? We believe that 
revisiting the Declaration of Helsinki must be a driving force. It was a historic conference that brought 
together world-renowned experts with deep insights into these topics.

The World Medical Association (WMA) adopted the Declaration of Helsinki in 1964, and has been 
revised nine times until the 2013 version. During the 1990s, the HIV/AIDS pandemic raised interna-
tional debates about the principles in the Declaration related to “placebo-controlled trials” and “post-
trial access”. The ethical principles to justify placebo-controlled trial when there is some proven 
intervention and the right of study participants to obtain access to proven interventions at the comple-
tion of the study were set forth in 1996 and 2000, respectively, in the Declaration. Although the 2013 
revision of the Declaration reached some consensus, different wording was adopted in the 2016 version 
of the CIOMS (Council for International Organizations of Medical Sciences) Guidelines for health-
related research. With the COVID-19 pandemic still ongoing, this webinar was organized to revisit 
these two important principles.

Dirceu Greco, Professor Emeritus of Infectious Diseases and Bioethics, Federal University of Minas 
Gerais, and Chair of the Brazilian Society of Bioethics, has been provoking international debates, has 
published on these issues and defends the stringent Brazilian Research Ethics Resolution related to the 
limits of placebo use and the rights to post-trial access. Chieko Kurihara and Takeo Saio, members of 
the COVID-19 Task Force of the Japan Association for Bioethics, have been publishing interviews with 
leaders in the World Medical Association, officials of the United States Food and Drug Administration, 
and others exploring the revision of the Declaration of Helsinki, and carried out case studies on this 
topic in Japan.

With the participation of Ramin Parsa-Parsi, Workgroup Chair of the 2013 revision of the Declaration 
and Otmar Kloiber, Secretary General of the World Medical Association, we could hold essential dis-
cussions. The International Federation of Associations of Pharmaceutical Physicians and Pharmaceutical 
Medicine (IFAPP) and its Japanese National Member, Japanese Association of Pharmaceutical 
Medicine (JAPhMed) provided non-monetary support. Kyoko Imamura, past-President of the IFAPP 
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played a key role as a moderator.
Kloiber has emphasized that we are in the same storm but not in the same boat, and we need to 

address and effort for fundamental change of global, ongoing inequity. He critically discussed about the 
prevailing idea of existing business and trade and stated that “if we don’t all engage, it will not change.”

Parsa-Parsi stated that the next revision process of the Declaration of Helsinki will be undertaken in 
near future, although it has not been decided yet, and also promised that he will forward this feedback 
to the WMA Medical Ethics Committee for consideration as he took a lot of good thoughts from the 
discussion.

As if to symbolize the change of attitude of pharmaceutical companies in the 21st century, partici-
pants from the IFAPP expressed strong support for the ideas discussed in this webinar. Kurihara wrote 
a short report in the newsletter of IFAPP (IFAPP Today, No. 16). Its Japanese translation is included in 
this journal issue. One of the lay experts who participate in the patient public involvement activities 
organized by Imamura contributed her impression to IFAPP Today.

The most important points clarified through the discussion are as follows:
・ It is ethically unacceptable to conduct a placebo-controlled trial on the population with lim-

ited access to a proven intervention on the basis that this intervention is not available for 
them in their health system.
・ Post-trial access provision is not only required to be disclosed for the study participants as a 

future plan, but must be assured for the host community of the trial, and then should be 
assured to those who need it most in the world.

In addition to the discussions mentioned above, critically important perspectives were raised by each 
speaker and commentator, as outlined below.
● Day 1: Discussion focusing on placebo-controlled trials

Kurihara criticized the Japanese government for pre-ordering “best proven” vaccines for the entire 
population without participating in placebo-controlled efficacy trials of the COVID-19 vaccines. She 
also criticized the WHO (World Health Organization) experts’ view to allow placebo studies in the set-
tings of limited access to effective vaccines. Both cases are against the principle of “justice”. The 
United States’ statement to support the proposal of TRIPS (Agreement on Trade-Related Aspects of 
Intellectual Property Rights) waiver on intellectual property rights of COVID-19 related products could 
provide the basis for ensuring post-trial access to those in need of it worldwide. Finally, she presented 
points to be revisited in the Declaration of Helsinki.

Ruth Macklin is an American bioethicist of eminence as well as a global advocate expressing dis-
agreement with the double standard, which is the idea to permit ethically unacceptable studies in devel-
oped countries to be performed in resource-limited settings. Whereas the 2013 revision of the 
Declaration of Helsinki set a risk threshold to justify placebo-controlled studies in the presence of 
proven interventions, the 2016 revision of the CIOMS Guidelines narrowed this threshold in its revised 
wording. She participated in the working group for this revision, with Greco. She clearly stated in this 
webinar that the view of the above-mentioned WHO experts violates both the Declaration of Helsinki 
and the CIOMS Guidelines.
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Peter Lurie is an American physician leading a consumer advocacy group, who ignited international 
controversy over the placebo-controlled HIV perinatal transmission prevention studies in 1997. In this 
webinar, he presented a comparative analysis of COVID-19 vaccine trial ethics, comparing them to two 
historically important cases of ethically questionable placebo-controlled trials planned or conducted in 
developing countries even after effective interventions were available in developed countries. He pre-
sented some challenges to the design of future clinical trials of COVID-19 vaccines from ethical and 
scientific perspectives.

Ulf Schmidt is a German medical historian, who has been engaged in studying the history of the 
process of establishment of the Declaration of Helsinki and has recently published a book entitled 
“Ethical research: The Declaration of Helsinki, and the past, present and future of human experimenta-
tion”, to which some of this webinar’s speakers contributed. He presented various social and political 
factors which influenced the Declaration and emphasized the importance of the fact that the Declaration 
has been widely recognized as an international agreement on research ethics.
● Day 2: Discussion focusing on post-trial access

Ames Dhai, South African physician-bioethicist, has been co-Vice Chair with Greco of the UNESCO 
International Bioethics Committee which issued statements on enhancing global cooperation to end the 
pandemic, and presented an African countries’ joint strategy to ensure access to vaccines, as well as a 
proposal for TRIPS waiver from South Africa and India. Based on the recommendations of Nature, 
Lancet, and other journals, she demonstrated that COVID-19 related products should be regarded as 
“global public goods” and presented the international community’s criticisms of “vaccine nationalism” 
in wealthy countries.

Tammam Aloudat is a clinician from Syria, who has been engaged in humanitarian activities in the 
settings where medical resources are critically scarce. He has also been engaged until recently in the 
MSF (Médecins Sans Frontières) Access Campaign. He expressed a disagreement with utilitarian ethics 
and criticized the global health regime oriented by wealthy countries, differently from alternative 
regime oriented by humanitarian initiatives. He also pointed out the inadequate preparedness for the 
next pandemic which may be an inevitable result of climate change. He warned the essential problem 
of inequality and disparity caused by capitalist-democratic societies.

Dirceu Greco presented case examples of Brazil to adopt highest ethical standards on the ethics of 
placebo-controlled trial and post-trial access, in line with the 2000 version of the Declaration of 
Helsinki. He also stressed the need for the “emancipation” of the most oppressed people for the refor-
mation of existing situations.
● Statements from commentators

Francis P. Crawley of the Good Clinical Practice Alliance – Europe (GCPA) and the Strategic 
Initiative for Developing Capacity in Ethical Review (SIDCER) discussed the role ethics has played 
thus far in the COVID-19 pandemic. He discussed the promise of global solidarity, the challenges of 
scientific evidence, and the need for data sharing in international vaccine, therapeutic, and diagnostic 
research during the pandemic. He asked if ethics has had a significant role and whether bioethics had 
failed the global community during this global public health emergency.

Sandor Karepel-Fronius, a Hungarian professor of clinical pharmacology, and Chair of the Working 
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Group on Ethics of IFAPP (2014-21), emphasized the importance of the regulatory authority’s ethical 
decisions affecting the majority of the population.

Rihito Kimura, a Japanese professor, a global pioneer of bioethics, praised this webinar as suggesting 
a new direction of bioethics, based on our determination not to repeat the vice of human experimenta-
tion during World War II.

The “facts” surrounding the COVID-19 pandemic are changing rapidly, every day, but the “truth” 
described in this webinar is unwavering. The Declaration of Helsinki is based on the professional norm 
of physicians first considering the health and well-being of “my patient” and acting in the patient’s best 
interest, as stipulated in the “Declaration of Geneva” and “International Code of Medical Ethics” pro-
claimed immediately after the World War II. Thus, the Declaration of Helsinki gains worldwide trust as 
pursues “dual responsibility” -- a physician/researcher must prioritize both the rights and interests of 
individual research subjects and promote the goal of research to generate new knowledge, as defined in 
the principle described in its paragraph eight.

While adhering to this principle, we must further explore and develop the principles of research eth-
ics, especially revisiting “placebo use” and “post-trial provision”. Such deliberation would be the basis 
of an alternative business model of research and development, overcoming the threat of new disasters, 
stressing that health is not an economic commodity but truly a right for all. We hope this publication 
spurs collaboration between participants of this webinar and readers of the proceedings.

Chieko Kurihara, Takeo Saio
　Organizers, COVID-19 Task Force, Japan Association for Bioethics
Kyoko Imamura
　 Moderator, Past President of the International Federation of Associations of Pharmaceutical 

Physicians and Pharmaceutical Medicine (IFAPP) and former President of the Japanese Association 
of Pharmaceutical Medicine (JAPhMed)

Dirceu Greco
　 Organizer, Chair of the Brazilian Society of Bioethics (2019-2021)
　Professor Emeritus, Infectious Diseases and Bioethics, Federal University of Minas Gerais, Brazil

 (Published November 15, 2021)
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Selected bibliography in Clinical Evaluation

Related information not cited in the proceedings
　・  Discussions and interviews with persons with important commitment to the 2000 revision and 

following note of clarifications of the World Medical Association (WMA)’s Declaration of Helsinki 
(DoH): Robert J. Levine, who led several working groups of international documents including the 
DoH; Peter Lurie, who ignited international debates; Stephan W. Lagakos, Harvard biostatistician, 
Delon Human, Secretary General in 2000 of the WMA, Eitaka Tsuboi, President in 2000 of the 
WMA. Partially available in English:

 　http://cont.o.oo7.jp/26_3/p341-80.pdf (Only in Japanese)
 　http://cont.o.oo7.jp/28_3/p409-22/report.html
 　http://cont.o.oo7.jp/29_23/p307-13.pdf
 　http://cont.o.oo7.jp/30_1/p99-107.pdf

　・  Interview with Otmar Kloiber, Secretary General of the WMA, on the 2013 revision of the DoH and 
related ethical issues.

 　http://cont.o.oo7.jp/41_2/p351-72eng.pdf

　・  Report on the WMA Expert Conference in Tokyo for the 2013 revision of the DoH.
 　http://cont.o.oo7.jp/41_2/p337-49eng.pdf

　・  Interview with Robert Temple, U.S. Food and Drug Administration on the 2013 revision of the DoH.
 　http://cont.o.oo7.jp/42_2/p539-51eng.pdf

　・  Interviews and a report on WMA Taipei Declaration on health database and biobanks, complement-
ing the DoH.

 　http://cont.o.oo7.jp/46_1/46_1contents_e.html

Proceedings and video-recorded version of this Part 3 and the previous Part 1 of series of webinars 
entitled “COVID-19 and Bioethics”
　・  Part 1 was lecture by Dirceu Greco to introduce the Recommendation No. 01/2020 of the Brazilian 

Society on resource allocation in COVID-19 pandemic.
 　http://cont.o.oo7.jp/sympo/covidandbioethics.html
 　　(Part 2 and Part 4 were Japanese versions to introduce the discussions in Part 1 and 3.)

Important references by supporting organization, IFAPP *
　・  IFAPP Today, a short report of this webinar
 　https://ifapp.org/static/uploads/2021/07/IFAPP-TODAY-16-2021.pdf

　・  IFAPP Working Group on Ethics to propose linking DoH and Taipei Declaration
 　https://www.frontiersin.org/articles/10.3389/fphar.2020.579714/full
　　　　　*   IFAPP: International Federation of Associations of Pharmaceutical Physicians and Pharmaceutical 

Medicine



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /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 /CMYK
  /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 true
  /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 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 1.00000
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
  >>
  /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 false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName (Japan Color 2001 Coated)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 400
        /LineArtTextResolution 1200
        /PresetName <FEFF005B9AD889E350CF5EA6005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 0
      /MarksWeight 0.283460
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /JapaneseWithCircle
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /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 [300 300]
  /PageSize [612.000 792.000]
>> setpagedevice


