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Abstract

This article is written as a preparation for the forthcoming webinar on “Pandemic and Research Ethics:
democracy, placebo, and post-trial access”. This will take place on June 4th and 11th, 2021, as Part 3 of the
series on “COVID-19 and Bioethics”, co-organized by the COVID-19 Task Force of the Japanese
Association for Bioethics and the Brazilian Society of Bioethics, supported by the Japanese Association of
Pharmaceutical Medicine (JAPhMed) and the International Federation of Associations of Pharmaceutical
Physicians and Pharmaceutical Medicine (IFAPP). We examine the ethical dilemmas concerning both
“placebo-controlled trials” of and “post-trial access” to COVID-19 preventive vaccines under the
Emergency Use Authorization (EUA).

Some mRNA vaccines to prevent COVID-19 have been granted EUA on the basis of high rates of
efficacy in interim analyses and they are rolled out around the world. With the rapid spread of the vaccination,
it is difficult to evaluate either their efficacy over a two-year period or their long-term safety, and to
estimate the best timing of vaccination in preparation for the next epidemic season. Ongoing placebo-
controlled trials of EUA-granted mRNA vaccines allow participants of the placebo group to switch to the
active group. The experts advising the World Health Organization (WHO) recognize the scientific and
ethical relevance of this study design. They also state that placebo-controlled trials in areas with limited or
no access to an effective vaccine could be ethically permissible, but this statement jeopardizes principles in
the World Medical Association’s Declaration of Helsinki and the guidelines by the Council for International
Organizations of Medical Sciences (CIOMS).

Meanwhile, it is ethically acceptable for investigators to participate in large-scale global placebo-
controlled trials in regions with low morhidity and mortality from COVID-19, such as Japan and some other
Asian countries. The Japanese government reached agreements with companies to purchase COVID-19
vaccines to cover its whole population. This is against the principle of justice in bioethics because it means
Japan benefits from the results of placebo-controlled confirmatory trials conducted in areas where the
illness is endemic, but avoids risks of participation in trials. However, in reality it would be difficult to reach
domestic consensus on conducting a placebo-controlled confirmatory study in Japan after inoculation has
begun.

To overcome this issue, it is necessary for the Japanese government to initiate prospective registry
surveys to compare vaccinated and unvaccinated cohorts, to generate evidence of long-term efficacy of
vaccination from real-world data. Additionally, community-based observational studies should be promoted,
although the probable value of such studies would be limited. We also believe that Japanese scientists could
contribute in the areas of basic and non-clinical research to explore the long-term safety of mRNA vaccines.

Key words
placebo-controlled trial, post-trail access, emergency use authorization, best proven intervention, research
ethics
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Table 1 Contents of the webinar “COVID-19 and bioethics - Part 3 : Pandemic and research ethics:
Democracy, placebo and post-trial access”

COVID-19 & & & fRIE Part 3 :
NOFIy g EHRGRE : REXH, 770K ZUTHBRTEZ7ER

COVID-19 and bioethics - Part 3 :

Pandemic and research ethics: democracy, placebo and post-trial access
9:00-11:30am (Brazil)/pm (Japan); 8:00-10:30am (NY, US); 2:00-4:30pm (CET/Johannesburg)

SIETHI0NFEET ) — - b =D WebDHF AL 3.

<> Webinar (& Zoom {2 & 0 [ilfi &, SREAPT K OHMRAICEEE S h 3. BUNIEORSITHAN TR
ONT-BHIIATINET.

<> PHFHSEE « JE3E SInE ek

[B8RIIUT &Y
http://cont.0.007.jp/sympo/covid_japanbrazil_part3_eng.pdf

MNLiiy=]

1990 R, HIV/AIDS KT idff7eimPlo dHsE 42 ikin A Wt L 7228, ZDF7722% & DI T T 1 R 5 HERER
EREBAL T RO L 2B D T 2 ¥ 22T 58D TH 5. 201941280 T, ZOiimdMioBLko g
DTHY, WAGWEMEOF 2 MW bR»rVHETETRE L FRI A2 F X2 ORI,
COVID-19/83V F 3w 7 354 L 7=

Az F =%, LITOHREL#ERT 5.

o COVID-19RPIZ I B EERIICATEL 9 5 7 7 1 RERRER O GELHEUE & (305 2

o BWIRAL NI B4 B PS5 B A B IEN RE 2 B L 2B A, BEE T A ALICHESL L2 A &
B B HHEEAIE I ED LS B DH ?

o RETFHORIAL [FIBEAMESANL, COVID-19RMZ LTHEZ b aaFRyics T, EEAE %
Rl2F72A507?

A, 26 O USRI TR B R S A G U 22aiE A E, S OHbER I BUR O
RREME A RELENEZX, Hind 5.

Moderators:
Takeo Saio, COVID-19 Task Force, Japan Association for Bioethics
Kyoko Imamura, IFAPP/JAPhMed

Lecturers (25 min talk and discussion for each):
Day 1 1. Chieko Kurihara, et al.: Opening remarks and situation in Japan
2. Ruth Macklin: Overview on placebo, post-trial, international covenants, considering COVID-19
situation
3. Peter Lurie: Revisiting the Debate over Placebo Use in Developing Countries in the Age of
COVID-19
4. Ulf Schmidt: From Nuremberg to Helsinki: Historicising Research Ethics during Health crisis.
Day 2 5. Ames Dhai: Ethics in vaccine allocation in developing countries
6. Tammam Aloudat : Médecins Sans Frontiéres (MSF) Access Campaign for equitable access in
the world (tentative title)
7. Dirceu Greco: Post-trial access for all
8. Francis P. Crawley: special comments
9. Free discussion

HAA P22 COVID-19 %4 227 7 + — A + 7 F VIV A drfi Py 2 i
HARBISEE 222y (JAPhMed) - [FIBRBISER 22 (IFAPP) #%
W) - AW PLBORIZE S, < 0 WIRE, IRAE Y 2 2 SRR S
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Table 2 Contents of the webinar “COVID-19 pandemic in Japan: Facts and expectations”

“The 2nd COVID-19 Webinar”

Endorse DIA Japan

Date; 25 Feb. 2021

On 21:00-22:30 JST (07:00-08:30 EST)
< Agenda >

21:00-21:05
2.

3.

21:35
4.

5.
6.

Panel discussion (30 min) 21:55-22:25

< Learning Outcomes >

COVID-19 (in Japan)

situation

Theme: COVID-19 PANDEMIC IN JAPAN: FACTS AND EXPECTATIONS
Organized by IFAPP, IFAPP Academy and JAPhMed

Chair; Dr. Stewart Geary (Eisai Co. Ltd), Prof. Kyoko Imamura (The University of Tokyo)

1. Welcome message from IFAPP nMA president: Dr. Kazuya Iwamoto, President of JAPhMed (5 min)

Brief overview of COVID-19 pandemic situation in Japan: Prof. Kotone Matsuyama, Department of
Health Policy and Management, Nippon Medical School (10 min) 21:05-21:15

Current situation and challenges in COVID-19 treatments and vaccines development: Dr. Atsushi
Tsukamoto, Vice President, New Drug Regulatory Affairs, Daiichi Sankyo Co., Ltd. (20 min) 21:15-

Sustainable ethical review and quality assurance in R&D operation in times of Covid-19; Mr. Naoki
Tsutsumi, Graduate School of Pharmaceutical Sciences, The University of Tokyo (20 min) 21:35-21:55

Closing message by Dr Marco Romano, IFAPP President (5 min) 22:25-22:30
#1 Understand the epidemiological situation of COVID-19 infection in Japan
#2 Understand the current situation and challenges of the vaccines and antivirals development to manage

#3 Describe the use of online IRB meetings and remote audits for clinical trials in Japan
#4 Discuss future treatment opportunities and clinical trial circumstances under COVID-19 pandemic
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Table 3 Opinions of experts on placebo-controlled trials of COVID-19 preventive vaccines
under Emergency Use Authorization (EUA) (cont’d)

XEZRVUMEES

BT BET BRE

FDA # 4 & v 2 [COVID-19 VB v o # v
OB LM AR (2020410 F. 2142 Ak
N RO TU o F v R OBE S 2 YR
B ZE S 20204512 H 10 H] 2 1205
X N7=FDA D Jjét

(4 & 22020410 A A 5 2021 4F-2 F
ORI T, RS EBIC DWW T OE T LK
v, RRERIE, 2020412 A 10 H M E S
ETHA XV A E—O#I R LB
XT3tk )

[2.6 COVID-19 7 7 F » O EUA # O EIR Ak 1< B3 % Mt
FDAIZ, EUATCTCOVID-197 2 F VBN ATAHE & 55 Z L Ak
2, T OEIRREBETT 74 v FIck 28 E 5 IchiET 341
H, 3T RXTOT 7 v ARHEBMNHFHIZT 2 F v 2745 SR X
5&13FZ Ty, EUA TOAIKRY 7 F VIS XD T o
R T OR AN LA BN T 6 h 5 ) 2 2 /R
A2 27-812, EUATHHEEIC R > 7%V 2 F VIZBT 2
FREWE LK B ZENTEETH S, Limh-> T, EUAHGEIC
12, TP OERRERIZ B WT Y 7 F VKR AT 50124
BOBMFIZ & 0 BN & Ret e A28 (72 F Y BEED
IR A R A & S I R SR S AR OIK T sk # &) T
EDEIICTH2DITHUBEIKEEGZATNRZENREE L, Z
oD, EUAT T2 F V4235 7-0IchIEE2BIRL 722
MFZ DT OBPET RO 20 % He4Th OFRER A O ]/ > k% &
ATNWBZENHEE L,

FDAZ., —#DCOVID-197 7 F VI ER, 77 v RIZHID 11T
ENEBINEICT 2 F ¥ & IS 2 22D IZ EUA DRI HT <
T AV R AR LIV EEZZBAL S DI L hilik L T 5.
—HOMREE, T RBEBMEI T s F AR, 9o FY
BB 77 Rafitd 2 7 0 2+ — NN —FH 4 v &l
B2 2L E2E LTS, 20 X5 5lIKE, B0 75 R4
HAIZ K B2 RAEVET — 2 OUUE L 7 2 F AT O it 0 2RI S
WETAZLIChD. TIXAREBMEND T &2 F v I B4
e EEY - BB, FOROFHE LU Cikin ST\ 3. |

[7 2 F v ROBMET 54080 EEE &
B2 2020412 10 H ) 1SR vz 28
V=D

[ZR VS =13, BT T R EG %5203 725 s SR E e
I25E > T BNT162b2 15l & %2 1) % Bis % 572 16 YL LoBIN#HIZY
O F VR AT 2 Z L AL TS, IS DOBMIEIZER
IZIBUTCT 74 v Fefah, Meo—iae LCBNT162b2 1
EZFHIEEEEL TS, 2, UIFUEMAEZTZVEN
HYRE L 57216 EOTRTOT 7 ¥ RS MHISH LT
&, 2[R 5 64 H O BB 252 T L 72 % 121X BNT162b2
MiE2Z35Z 50 ET5. BMFIY 2 F U EREZT, BYH
FUZ W TSNk T 2 Z & ICHEE 54 5. IhoO2ME I
LTid, v F vy EMI2AKICIE, 2038, 6, 1851 H
BB L B A5 18 2 HOBIHAM 231l L C\wW5b. 2ol
Bl OREMEEHHEDE= 21 v 27121, AE, SAE O YUE,
COVID-19RIED A 7 ) —= v 7 L glihnaEns. |

(FEic$i< (7. 77— ¥ Y5 v 2] i, SIS RINE
D7 a b anfEdl, [8. EUA TOEBTOMAIZHE A RAT 4 v
b A2 EHE] TRERICE S W T3 A0 E, 55
WAL T A WHIRIZOWCOMFEA LKk Eh T, 205
5, BRIORREHG 2 DWW TIZ B £ TOMMN il ¢ % Tun
KNWZ EDRIBRREN, SHO [ ] 12D TR EdH s EN,)

WHOFEMZER S
(2020.11.6 B
NEJM™ 2020.12.2 A %)

(ESH D)
e RO 7 7 & A5 BGEABR 2 ke 3R & Th 5. BRI NA T
AMADRAERIA B 3.

Wil HL R T v F v ORBEENEEIRRER I W TIE T T AR
REESYVETH 5. MRS ISR BT 3 fEHEREIC 7 2
YATELLIITTRETHY, AT I FVANDT 7 AN
FRAEMIZT 272 2 TEAVEICBWTIE, A%k 27 F 2 Hith
DI TR INTWBELTE, 77 AR AT> 2 &
EREEMIICEIAE S NS, [FHEE: 20HE [~y v FES
2B 275 £ R HHREBRIZOWT ORI S L TSR
bBLEIZOLND. FTHSOHMIIAIZHR L 7. ]

—104—




Clin Eval 49 (1) 2021

Table 3 Opinions of experts on placebo-controlled trials of COVID-19 preventive vaccines
under Emergency Use Authorization (EUA) (cont’d)
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