find the rate of awarding compensation claims for injuries of
patient volunteers in clinical trials by pharmaceutical companies in
Japan.

Generally, in civilized countries civil law assures the citizens of
the right to claim compensation for damage caused by negligence,
and in this case a person who claims has to prove the negligence
and causal relationship between the cause and the damage. In
such countries that have a comprehensive no-fault compensation
framework in the arca of medical care, patients who claim do not
have to prove causality, but when compensation is granted, their
claims against negligence liability may be limited. In such
countries that do not have a comprehensive no-fault compensation
framework, some specific laws may define compensation frame-
works in specific areas.

Some of the European countries have a national framework that
provides medical care and compensation for medical-related
injuries including those in dlinical research [13,16,17,18]. This
includes payment of the medical cost for the treatment of the
injuries as well as monetary compensation in cases of death or
permanent disability. In the United States (U. S.) and most of the
developing countries, medical care is provided through mixed
sources, from public and private sectors, and there is no assurance
that research-related injuries will be compensated [13].

In Japan, approximately 70% of the cost of medical care is
covered by public health insurance, while 30% is paid by patients.
Compensation frameworks in medical area are limited to “Relief
System for Adverse Health Effects”, including “Adverse Drug
Reaction (ADR) Relief System” which covers compensation for
ADRs of marketed drugs; and other specific limited arecas. Good
Clinical Practice (GCP) Ordinance [19] under the Pharmaceutical
Affairs Law, which covers clinical trials aiming at new drug
applications (NDAs) and legally conditioned post-marketing trials,
defines the sponsor’s responsibility to provide compensation and
not to burden injured volunteers to prove causality. FEthical
guidelines covering clinical research [20] not aiming at NDAs
briefly define the responsibility of investigators to provide
compensation.

Detailed compensation policies are not defined in governmental
regulations but defined in the Guidelines by The Japan
Pharmaceutical Industry Legal Affairs Association (JPILA) [21].
According to the guidelines, 30% (patients’ co-pay) of the cost of
treatment for research-related injury should be paid by the sponsor
of the clinical trial as a part of compensation. Also monetary
compensation for death or disability should be provided by the
sponsor.

JPILA guidelines were developed in 1999 and revised in 2009
[21], using examples from the guidelines by the Association of
British Pharmaceutical Industries (ABPI) issued in 1991 [22],
which cover clinical trials involving patient volunteers (Table S1).
ABPI issued other guidelines separately for healthy volunteers [23—
25]. JPILA guidelines suggest that the amount of compensation
should be calculated based on the “ADR Relief System” in the
cases of patient volunteers; or based on “Workers’ Accident
Compensation Liability Insurance” or “Relief Service for Injury to
Health with Vaccination” in the cases of healthy volunteers.

This article describes the results of our survey of awarding
compensation claims in clinical trials conducted by Japanese
pharmaceutical companies, according to the above mentioned
regulatory framework and compensation policy by JPILA,

Methods

Questionnaire surveys
Our questionnaire surveys were conducted as follows:
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(1) We delivered questionnaire sheets by postal mail to 68
companies, members of the Japan Pharmaceutical Manufacturers
Association (JPMA), and asked about the clinical tials aiming at
NDAs, which were completed in the period from April 2009 to
March 2010, excluding phase | trials on healthy vohwmteers.

(2) We introduced a questionnaire using a web-system, to the
194 medical institutions, the members of the National Hospital
Organization, and the others engaged in three categories of public
funding projects; to the 43 Site Management Organizations
(SMOs); and to the Clinical Research Coordinators (CRGs)
belonging to these institutions. We asked about the clinical trials
which they were engaged in during the period from April 2007 to
October 2010. Most of these clinical trials conducted in hospitals
are supposed to be ones involving patient volunteers.

(3) We provided 206 questionnaire sheets through 4 medical
institutions of some of the authors to be delivered during the
period of January and/or February of 2011 to study volunteers
(who were or are hospitalized or receiving medical attention as
research participants) or their representatives.

The items and constructions of the questionnaires were not the
same for the three target groups (companies, hospitals, volunteers)
in terms of the feasibility of obtaining survey data from them.

Ethics committee review

All of the answers were provided anonymously, and we did not
deal with individual identifiable information; therefore, ethics
committee approval was not required according to both the
Declaration of Helsinki [5] and Japanese governmental guidelines
[20], but a part of the questionnaire survey on patients was
approved by the ethics comumittee of National Center for Child
Health and Development (an ethics committee inside of the
national hospital, specialized in pediatrics).

Results

Response rates of questionnaire surveys

From the above questionnaire surveys, the answers were
obtained from: (1) 44 of the 68 member companies of the JPMA
(response rate: 65%}; (2) 86 of 194 medical institutions and 28 of
43 Site - Management Organizations (SMOs) to which this
questionnaire was introduced, and more voluntary participating
ones; and 769 CRCs who belong to these institutions or SMOs (we
do not mention response rate because we do not know how many
institutions and individual CRCs had the chance of answering this
part of the survey distributed by a web-based system); and (3) 115
research volunteers or their representatives among those whom
206 questionnaires sheets were delivered in 4 hospitals (response
rate: 56%)

Incidence and contents of compensation

The numbers of the cases and the contents of compensations
found from the questionnaire survey results are summarized in
Table 1.

(1) Survey of companies. As for the survey of companies,
the 44 companies who responded to our survey completed 183
protocols, excluding phase 1 studies on healthy volunteers, in the
period from April 2009 to March 2010. A total of 32,318 patient
volunteers participated, and there were 251 claims for compen-
sations and 1 case withdrew the claim. Among these 250 claims
(0.8% of the total participants), 247 cases were compensated (99%
of the cases of claims were compensated). Additionally, for 2 cases
without claims from patients, companies proposed to provide
compensations. Thereby, 249 compensations were awarded (0.8%
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Table 1. Incidence and contents of compensation cases of industry-initiated clinical trials in Japan.

Sponsor companies

Medical institutions

Volunteers

44 companies. (Response rate: 65%)

Protocols except phase 1 on healthy
volunteers which were completed in
one year from April 2009 to March 2010.

Numbers of participants
in surveyed clinical trials

32318

Claims for compensation: 250
(0.8% of participants, there were
251 claims but 1 subject withdrew.)

Claims for compensations
or cases which may be
within the scope of
compensations

For 229 cases (0.7%), only medical
cost was paid; For 20 cases (0.06%),
not only medical cost, but also
monetary compensations were paid.

Details of the contents of
compensated cases (%:
among the participants)

114 institutions. (86 hospitals
and 28 SMOs)

Protocols covering phase 1 to 3
conducted in three years from
April 2007 to October 2010.

21,065

Not surveyed.

less serious cases (0.18%) and for
84 hospitalization or more serious but not
fatal cases (0.4%), only medical cost was
paid; For 9 cases of death (0.04%), monetary
compensations were paid for bereaved
families in addition to medical cost.

For 38

115 volunteers or their representatives.
(Response rate: 56%)

Volunteers or their representatives, who
were visiting institutions or were hospitalized
in January and February 2011,

115 (respondents)

Cases some of which may be within the
scope of compensation: 12 (10% of the
respondents: 3/12 compensated; 9/12 not
compensated but cannot be ruled out from
the scope of compensation, including 4/9
gave a reason and 5/9 did not give any

Not surveyed.

reported in the reference No. 12.
doi:10.1371/journal.pone.0084998.t001

of the total participants). We did not survey the reasons why three
cases of claims were rejected.

The contents of the 249 cases of compensations are as follows:
for 229 cases, only “medical expenses” (which means that
companies have paid 30% of the total medical costs, which were
to be paid by patients if there was no compensation from
companies;, whereas 70% is to be paid from public insurance) or
both the “medical expenses” and ‘“‘medical allowance” (for
miscellaneous expenditures such as transport expenses, incidental
costs, etc.) were paid (92% of the total compensation cases, 8.7%
of the total study participants); for 20 cases, not only medical
expenses and medical allowance, but also monetary compensa-
tions were paid (8% of the total compensation cases, 0.06% of the
total study participants).

(2) Survey of medical institutions. As for the survey of
medical institutions, at the 86 medical institutions as well as 28
SMOs who responded to our survey, approximately 40 protocols
in each institution or approximately 26 protocols in each SMO
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*1 As many of the same protocols are conducted in multiple institutions, we canhot determine the total number of protocols. Reconstructed from the survey result

covering phase 1 to 3 were conducted in three and a half years
from April 2007 to October 2010, and 21,065 volunteers
participated. A total of 132 cases were compensated (0.6% of
the total participants). The contents of 132 compensation cases are
as follows: 38 less serious cases, where medical expenses and/or
medical allowance were paid (0.18% of the total participants); 84
hospitalizations or more serious but not fatal cases, where medical
expenses and/or medical allowance were paid (0.4% of the total
participants); and 9 death cases where monetary compensations
were paid for bereaved families in addition to medical expenses
and/or medical allowance were paid (0.04% of the total
participants).

In this part of our survey, numbers of actual cases of injuries and
of claims for compensations were not obtained, but as described
later, to introduce the survey results on the proposal of
compensations, therc was at least 1 case of a claim which was
not compensated because it was regarded not to be caused by the
investigational product.
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As a part of the survey of medical institutions, we asked who
proposed the claims for compensations, and the answers were
obtained from hospitals, SMOs, CRCs as shown in the Figure S1
(for CRCs, multiple answers were allowed). We found that claims
for compensations were proposed from the side of the medical
institutions rather than from the side of research volunteers.
Sixteen percent of the answers by CRCs stated that proposals of
compensation were from the side of companies (though some of
the CRCs may refer to the same cases).

On the other hand, there was at least 1 case of a claim which
was not compensated because it was regarded not to be caused by
the investigational product.

{3) Survey of volunteers. As for the survey of clinical trial
volunteers, 115 volunteers or their representatives, who were
visiting institutions or were hospitalized in January and/or
February of 2011, responded to our survey.

Ninecteen of 115 answered that they had some experiences of
injury (17% of the respondents), of which 3 cases were
compensated (3% of the respondents). Seventeen of the 19
described their injuries, most of which did not seem to be serious,
and a few which may have been serious but not life-threatening.
Among the 17 cases who described their injuries, 9 cases
participated in the studies on anticancer drugs. Among the 16
who experienced injuries but were not compensated, 11 cases
described the reasons why they were not compensated. Five cases
said “there was no medical cost” and 2 cases said that there was
“no relation with the mvestigational drug”. These 7 cases seem to
be outside the scope of compensation. The other 4 cases described
the reasons: “I myself paid my own medical cost”; I have not
confirmed how the situation was”; “Such less serious cases would
be inevitable”; “Causality with the tested drug is unclear and the
injury is not severe and the case is now in follow-up”. Some of
these 4 cases who gave reasons and the 5 cases who did not give
the reason {totally 9) may be within the scope of compensation but
were not compensated, which means cannot be ruled out.
Therefore, 3 of 115 respondents (3%); 3 of 19 injury cases
(16%); or 3 of the 12 which cannot be ruled out (25%) were
compensated. This compensation rate was much different from
the one obtained from the survey of pharmaceutical companies.
However, overall, there was no answer expressing an experience in
which they claimed for compensation but failed to get it.

We also asked the volunteers about their understanding and
satisfaction about the compensation. Ninety-one of 115 (79% of
the respondents) answered that they knew that they can claim for
compensation for research-related injuries. Sixty-five (57% of the
respondents) answered that they received an explanation about
compensation and 35 (30%) answered that they were not sure
whether they did receive one. Eighteen of 65 who received an
explanation (16% of the respondents) answered they could clearly
understand the explanation and 42 (37%) answered that they
mostly understood.

We asked three volunteers who were compensated about their
impression and all of them scem to be satisfied with procedures,
but one of the three was not satisfied with the content of the
compensation {Table S2). Among the three compensation claims,
one was made from a volunteer and the other two were from a
doctor or 2 CRC.

Discussion

Here we discuss the implications of our research results from
perspectives of (1) data analysis of our survey; (2) comparison with
other surveys; and (3) ethical considerations.
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Data analysis of our survey

Our survey results suggest that Japanese companies have a high
rate of awarding compensations, but this may come from
overestimating the results. There is a possibility that some
companies who experienced problematic cases did not respond
to our survey. Additionally, the survey of volunteers suggests that
12 volunteers cannot be ruled out from the scope of compensation
but only 3 were compensated. We could not find any information
from all of the volunteer’s answers that there were some cases that
they claimed but were not awarded. However, there may be such
cases in which they did not claim even if they experienced injury
which can be compensated; or other cases in which they withdrew
their claims through consultation with research staff (especially in
such cases when the judgment of causality is difficult). We also
found that in 1 of the 3 compensated cases, the recipient thought
that the provided compensation did not match the level of the
injury. Therefore, we found that companies’ compensation rate
was 99% but some of these compensated volunteers may feel that
it did not match the level of injury.

Comparison with other surveys

Previously to this survey, JPILA conducted a survey of rate of
awarding compensation claims of affiliated companies’ clinical
trials for the 5-year period since 2003 [26]. Among 763 claims,
730 (96%) were awarded (678 were for medical cost). These 33
were outside the scope of the guidelines and among these 33, a
causal relationship was ruled out in 18.

The Japanese government reported compensation rates of
awarding claims mainly focusing on the cases caused by the use of
drugs as follows: 28% in Sweden; 25% in Denmark; 23% in
Norway; 42% in Finland; 46% in France; and 66% in New
Zealand; and in Japan 88% [18]. The periods of the data
collections vary among these countries. Among these four Nordic
countries, the data includes the cases of clinical wials, but the rates
specific to clinical trials have not been obtained. Although the
background of these data varies among the countries, the Japanese
government seems to provide a relatively high rate of awarding
compensation. This Japanese data does not include compensation
cases in clinical trials under the Pharmaceutical Affairs Law, which
is outside the scope of “ADR Relief System”. '

On the other hand, reports from U. S. and India [27-28] found
that 22-91% of the informed consent documents (ICDs) of clinical
research studies (rates vary according to sub-categories of research)
which were available through web-sites stated to provide free
treatinent for research-retated injuries. In the U. S. 72% of these
available ICDs stated that they could not provide monetary
compensation for death or disability [27]. In India, such monetary
compensation was very rarely assured in ICDs [28). A report from
South Africa [14] found that there were claims for compensation
from a clinical trial which was suspended based on data from an
international companion study that indicated no evidence of
efficacy and greater risk of harm. Another report from India found
that, although GCP regulations require compensation for trial-
related injuries, in some clinical trials only five families of 25 trial-
related death cases had received monetary compensation.
However, later after being instructed by the regulatory authority,
17 additional families (total of 22/25) received compensation [15].
Responding to such a situation, the Indian government issued
guidelines for determining the amount of financial compensation
and in 2013 they included these guidelines in the Drugs and
Cosmetic Rules [30].
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Ethical considerations

Despite the possibility of overestimation, we suppose that the
reason of the high rate of awarding compensation by Japanese
companies may be because of the instructions of JPILA guidelines
which define detailed procedures of calculating the amount of
compensation (Table S1). The guidelines also suggest that the
investigator should provide a written document to outline the
company’s compensation policies and explain it to the volunteers
at the time of obtaining informed consent. Also our survey found
that there were several cases in which medical institutions or
companies made proposals of compensation even if volunteers did
not make a claim.

ABPI guidelines for patient volunteers suggest that amount of
compensation should be defined consistent with the amount
commonly awarded for similar injuries by English Court in cases
of legal liability but they do not suggest the amounts according to
the severities of injuries. ABPI also suggest that the copies of the
guidelines should be provided to the volunteers according to their
requests, but they do not recommend that the copies should be
handed to volunteers prior to obtaining informed consent. ABPI
guidelines have been adopted as industrial policies in Australia
[31], in New Zealand [32]; used as a part of national guidelines in
South Africa [33]; and in Singapore [34]. We have not yet found
any statistical data concerning how these guidelines have been
implemented along with the governmental regulations.

The policies of JPILA and the attitudes of Japanese companies
seem to be destrable from the standpoint of the ethical principle
“respect for persons (informed consent)” and “beneficence
(maximization of benefit)” advocated in the Belmont Report
[35]. On the other hand, from the standpoint of “justice (fairness
in distribution of benefit)”, other difficult questions are raised.
When Japanese companies conduct clinical trials in other
countries where the standards of compensation are not as generous
as the standards in Japan, which standards have been actually
followed, those of the host country or those of Japan? In particular,
what are the common practices in the cases of a protocol for multi-
national clinical trials? Is there not the possibility that such a high
standard of awarding compensation might lead to clinical trials
being conducted outside of Japan where the cost of compensation
is lower than in Japan? This kind of issue of “Justice” is especially
critical in the era of global clinical development. Additionally, even
among the clinical trials conducted in Japan, there is a discrepancy
in the regulations between company-initiated and academic
researcher-initiated trials. This may cause the unfair distribution
of benefits even in the domestic research community.

Conclusion

Our study results demonstrated that the Japanese pharmaceu-
tical companies have provided a high rate of awarding compen-
sation for claims of injuries related to clinical trials despite the
possibility of overestimation. This survey was limited to the cases
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of industry-initiated clinical trials involving patient volunteers
aiming at NDAs in Japan. While it is desirable to implement this
kind of high standard of providing compensation for volunteers of
any type of research everywhere in the world, at this time, we
cannot promptly advocate that this Japanese policy should be
universal since it is difficult to be implemented in a resource-poor
setting. However, the direction of the road ahead is to realize a
higher level of human subject protection that is just and fair
throughout the world.

So we conclude that, in the era of multi-national clinical
development, it is important to promote further surveys and
nternational exchanges of information of each country’s compen-
sation policy for research-related injuries. This should include the
actual status of how the policy is being implemented to award
compensation based on statistical data of the incidence of injuries,
compensation claims and awarded cases, and the contents of
compensations actually granted.
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F% (promote) | 7215 T7% { [HREET % (ensure) | T & 2%
BINE N7z

8. (IHRL6)

TEFHMEOE—DOBNIFH - 2MRAOBETH S (the
primary purpose of medical research is to generate new
knowledge) | = X SRR & Nz,

9. (IHRE 11 - 16 #¥E6)
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- MRBEBRE ST AEMOERD, ZOEXLITLEDH
7.

10. (JHAK 10)

- ANBENRETHMRICET A MME, B, RS
T AHEMOETIFEE (should) 2%, FHE (must) & o7z

11. (IR 13)

CBREICTLTERTAREZLY, LDar)RedwnERH
ICEE I

12. (JHK 16)

CANEENRETHEANELITOBEE LT, [F#EH
PNk (scientific training) | 7213 T <, MK - BHEEM 7
HE B L OFIHE (ethics and scientific education and train-
ing) | #Z-HEEREL o7

13. (IHRLS #88) B LOEERL.

14. (1B 31)

cBEIELBREE KU BGE, —EOSEHTTHAN
FEREZEAMARALZ L% [WHE (nay)] &35
Brb, —EDF&HE [%15H (should) | & §5KH
NEEE SN, BB AR OB BHEHR S iz,

15. GH#H)

TERFRICS MU R E LTHEEZZ T EE IS L
T, ELRMHEBICEBREERIEL 2 TR ZL 2N

(Appropriate compensation and treatment for subjects who are

harmed as a result of participating in research must be

ensured.) | Z &R E /.

Risks, Burdens and Benefits (1J A%, &, F3%)
16. (IHRZS - 21)

CEBERIRICBIT AU A ERBEIZOVWT, ZOEXICE
LdHoh.

17. (IHRK 18)

TURZ ZRABICT 2 HHERERL 2% TRE S %W,
WIZEEIE Y X 7 RARGRAICER, 3P, ekl &< Tid
72 57\ (Measures to minimize the risks must be imple-
mented. The risks must be continuously monitored, assessed
and documented by the researcher.) | Z & A3EYEIZ BN
Shie.

18. (IHH 20)

- ANE RS LT AR RN, HRTIE AR
DORIZED B B iER (positive and beneficial results) | ASHI 72
BEC TEBICHFEEZRIE] & 3N Tw2ds, FRTIE
[FA&HER (definitive outcoms) | & L TIRROHNEZHE
Y, [WIREZ#RTRED, BETRER, F2EED
WCHIETREDPREME] 62 L &SN

Vulnerable Groups and Individuals
(HEHBEITN—THICEA)
19. (IHMR 9 #FEF)

- [HEEmEEE ] IKowT, [RERH, F2336%5
HEZ 5 WHEMEASE v (may have an increased likeli-
hood of being wronged or incurring additional harm) | & Bk
fbahi.

20. (IHRE 17)

- HAREEE NV — 7B XA LT ORRIRITERDNIE
LI N B LML LT, [ZF O IEHLENEEE 7 NV —
TTIRERTE W& (the research cannot be carried
out in a non-vulnerable group) | Z5BHI S L7z

Scientific Requirements and Research Protocols

(RIS EG CHFRES)

21. (HRL12) ZEAL.

22. (IHAR 14)

- RREBEO T b a—-icBnT, BIEBOMREICET
5 BY LB D DR I1FEH (should) 5 FH
(must) & 7oz

Research Ethics Committees (IRGEESS
23. (IHRK 15)

- BFFEETmEORMIED [HFEMBEER S (a research eth-
ics committee) | 25 [EU T AMAMBEE X (the
concerned research ethics committee) | & BRE Sz

CHIRGAEZERESZOBEHE LT, [HEOZHEIEW
(transparent in its functioning) |, [IERICHEREZ 5 2 b h
T2 (must be duly qualified) | & & 25BN iz,

[P T 12, IFRBE R RB RO LT, BIEOBIR &
ROBERNZEURMEBETLRE L2 TE RS % W
(After the end of the study, the researchers must submit a final
report to the committee containing a summary of the study’s
findings and conclusions.) | & & 25BN S iz,

Privacy and Confidentiality (7'5-1/\>— EHEREE)
24. (IHHK 23)

FHEEELRINERSEVEBE LT [#HEED
AR, BB L OCHASEEER IS T 50580
BELR/ABRICE ED 5728 (to minimize the impact of
the study on their physical, mental and social integrity) | DB
SHEIBR S 7z,

Informed Consent (- > 7#4—AK-a2E2N)
25. (IHMR 22)

- [HW® [HIBEE O H % (competent) | DFRIDS, [4 ¥
TA—=L K -aver b 252580 % (capable of
giving informed consent) | & B bE /-,

26. (1AM 24)

AV TF—LF- Ty e UTRERFHNSICF

et DOIE (post-study provisions) | ANBH S M7z
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[EEFFFED TN TOHEBREF I LT, WRORR LM
ROBEICHT BB BRI ZNGTRETHS
(All medical research subjects should be given the option of
being informed about the general outcome and results of the
study.) | & EPBREFITEM S N,

27. (IHAK 26)

CHRRBIMADA 7 x—AF - TV FRRDDE
BB B DS E R KA L2 BB IC D B B hIcDnT
BRI ZEBEEZID T EWENEH (should) 2 5HEH
(must) & 7% o7z

- BEBRE A EIRE L-BERICH A 5E, €))Lz
BIRRE B LB L FERBILI DA YT+ — 4
F-arter OBEY, %S (should) 75 HH
(must) &7%o7.

28. (IHAR 27)

- IHRL D #IFRBEF % (incompetent) JDFKHAS, [4 ¥ 7 + —
AF-avtry 252 5857% K< (incapable of giv-
ing informed consent) | & B LS.

29. (IHRE 28)

- |BRE D[ BREE T3 (incompetent) [T, [4 V7 4 —
AF-avty 252 58% K< (incapable of giv-
ing informed consent) | & B b &7z,

30. (IHMR 29)

- AR, BRMRICREELZS A5 2 LT E R WIRBOK
BERZNEE LIRET BESNRLELET TS v
TA—AF - ayey e LIRS RB S - 5E,
ZOMEITHIERMEBMTHZ LI LT, TELET
BHCHBRE T - REEEORBALL S V75— A4
Fearyey FERHET S LD, E5% (should) A
LEFEE (must) &kroiz.

31. (IHRE34) XEEDOEELRL.
32. (IHMR 25)

-EAZREEL) e FHROBB 37— 2T
HEFEWEICEL, [N AN 7 TR0 KD
FPIRNORBEZET— 5 CHET5H%8% £ (such as
research on material or data contained in biobanks or similar

repositories) | D EARBIAEIN S Nz,

EINED 1 2013 ANV Y Y FEERETOHEAL Vb 81

AV TF—AF -2 ey b ERDLELTEE S BV
L LT, [0 (analysis) | 2SHIER S iz,

Use of Placebo (75t ROEMR)
33. (IHME 32)

T ROMHERAEOFEHL LT, [RELIEHS I
TWb DL YHROENT R TDWEHE (any interven-
tion less effective than the best proven one) |, [fEIGHE (no
intervention) | A%EII S N7z,

Post-Trial Provisions (FFFT#&TH#LIB)

34. (IHML33)

- BFFEHE T 4L TERREER ORI (in advance of a clinical
trial) | IR BAR&ELEN, [f ¥ 74 —bF-avky
FPOBRETD, HBREIHLTHREINESTEELR
\» (This information must also be disclosed to participants
during the informed consent process. ) | < & ANEM S Lz,

Research Registration and Publication and Dissemination of

Results (ARBHZEEROTTEIUER)

35. (JHKR 19)

< [HMD [ERARFBE (clinical trial) | 25 [AMZFR LT3
WF%E (research study involving human subjects) | 2255 &
N, ZOBISHEHFHITED o 7.

36. (IHM 30)

CHENGEREBIUERICELZVWEROARIZON
T, BFEH (should) 3#H (must) & o7z

-EER, ML 0MDbY, FIRHEEOBERIZONWT, %
J1%% (should) 2% (must) & % o7

Unproven Interventions in Clinical Practice

(BRIRERICH T BREFL DR

37. (IHKL 35)

- REREDERITH DOERBNCE T 5 EROE, BIU
W) A O— AR OWT, BH#EH (should) B33
# (must) Loz,
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Compassionate Use of Candidate Drugs in Pre-Clinical Trial Phase for Ebola Hemorrhagic Fever

Ryuzo HANADA™"** and Hiroshi WATANABE™'

“!' Department of Clinical Pharmacology and Therapeutics, Hamamatsu University School of Medicine, Japan

*? Medical Co. LTA Sumida Hospital, Japan

World Health Organization (WHO) has recognized the recent Ebola outbreak as exceptionally uncontrollable
circumstances, and their expert committee concluded unanimously that it would be ethically acceptable to use
unregistered interventions that have never before been tested for safety and efficacy in humans, under certain
conditions. In this article, we mainly discuss the conditions set by WHO, which would allow the use of unproven
drugs. These conditions include (1) public health measures remain the priority in outbreak control, (2) guided by
traditional ethical criteria, (3)based on the best possible assessment of risk and benefit, (4)demonstrated to be safe
and efficacious in non-human primates, (5)shared understanding of the criteria for compassionate use (CU), (6)
uncertainty of safety in humans transparently communicated to all stakeholders, (7)sufficient capacity for
experimental therapy and monitoring, (8) transparent collection and sharing of scientifically useful data from use of
the agents, (9)avoid interfering with properly designed clinical studies, and (10) concerns about the impact on the
health systems in the affected countries. In particular, safety and efficacy in primates are considered to be the
minimum criteria for compassionate use of an unauthorized experimental drug under severely emergent
circumstances, such as public health crisis. In Japan, introduction of CU programs has been expected to be an option
for the treatment of refractory and rare diseases. Discussion about the use of candidate drugs in pre-clinical trial
phase for Ebola hemorrhagic fever provides valuable information to establish appropriate guidelines for the
introduction of CU to Japan.

Key words: Ebola hemorrhagic fever, compassionate use, ethical consideration, unregistered intervention, drug lag
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A% T 7 ABEORRIZIE, O »5ETIEHTELE
ERIMUETIIHEETE 2 WA, @ BEMOEHYIZDH
BH, BIRBEP SN TV RWEARHITONS.
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Table1 Contents of the report of advisory panel to WHO

Summary
Introduction
Scope and purpose
Meeting procedure
Meeting report
Key points of discussion
1. Exceptional circumstance
2. Essential considerations prior to use of unregistered interventions
3. Criteria for the prioritization and allocation of investigational
interventions
4 . Further steps
Conclusion

HHITH B ZMapp™ (Mapp Biopharmaceutical #) 23158 H
BT ENY. ZMapp™iddE e P EEFICHT R
BHEASNTVAEDOD”, b MY 2 HEE5RBRO v
EEMERD TH o 72720, HHEWIHERORIENER S
nizh, 7o M7V A 7 OREAREES ) DDH B,
FELRARHE L IEERERHY OFE - HELZRSZ
L&, Hay, WAPHEZBENE L 2Zho0EREZRD S
FERBEoTE

2014 £ 8 A, MFIRERERE (World Health Organization :
WHO) 13 Z ORFEIZX L, FESG DR T H#ADT v +7
VA 7% [BISMIRIR ] S8R, T—E0BEHT] T T8
ERTHEGKEEB TV LD M3 2%e% - B%
PR O FKBE S A (unregistered interventions that have
shown promising results in the laboratory and in animal models
but have not yet been evaluated for safety and efficacy in
humans) ] OFEHIHEBICZITIANLONS LRERDT
2%,

CUDKEE LTHINSRARBEIRFED EORRET
HEREPIOVTRERID LY. T, SRR
BELTOCU TEETNE BN AMAERIR L WHO
DEFL N TS5 L13, EBIC CUICEELHEIC
FieZ2 oMb WHO THE SIS, 1) kb
T HREWDERIN TR VWEEJMEHYOMFEH O
&, 2) FHT2BBOERIMTH 505, AFTIEBDBIZ
BIEIZDWT WHO OFUR L 7= B &2 3l - #ET Lo,
%3, WHO #i&E Tid [REHS A (unregistered inter-
vention) | & &V, EEMERWY, EREHES oMol
BITREZECLEZADN, ARTREIC [EEREHY
(candidate drugs) ] &RT I & &T 5.

2. [HISMEIRR] 12D0WT

WHO #R&E O % Table 1 [RT. RETIE, [#Hw
DOF—KRA4 ¥} (Key points of discussion) | @ [FIFFAGIRDE
(Exceptional circumstance) ] & [RB N AFEHRNICEE T

~X & Z & (Essential considerations prior to use of unregistered

interventions) ] % & < IZHY EiF72vs. WHO OBEMEES
X, B MNCHTAREBOERA SN TV R WERRESY
OFERZ, [FFRR] T, 8084 242
ETHRENAE LT, LERENLENLLTHS.

T, EMERBRVWEL, RE L7z [HshRn] &
BEDIH BDor. PSR OER % Table 2 II/RT.

BEMEERE, —KRFHMBDOT 7 T LA 75 [HiF
T EERRI RRCHLZEETTEBLTNS. =X
HIM T 1970 SEERD DB B IChR 7 7 H B E THIEW
LRESHREINTE . L, SRy 7 hiEE
FRGERAEERETH D, BWEIER I ERBERE & fakkic
Eo L, REELREAEOSLENEZEL TS, EhIC
Mz, EROBERIIKT 25M, BEOBESOMENE
BAEEMALL, EBRZELV-ZFIREBICLTYS. Mk
X0, 7o b TVUA 7 BHIEARE L REICH S T LD
HRERLTWAS.

WIZ, TARZ BMBIIT HEHE - 727 F 2 ORE)
BENEBRORMN TR ENTI hdoZ L 2K A &
B, Z0 X9 LHEEORISEICNT 2 IHEEORE
- EELERTABEEIT7TY T LA 2R L,
B R R ZED 7 A ¥ - FEOREZ2ACLS, BM
REAIEEL TS, &5, HELEHETFEHYIN
L, &9 REECREFMATTGEZ, FEHrH 2 Bk
EORRBPEETHY, Z0XSLBERABOERLZLL
THEEW - EHEIHERTELNE LTS

INHh6, WHO OEMERSVIER L/ [HFAIR
Wl 1) WERERZT Y P TLA ZICEARBID RN
fakk 2) T N T VA I OB BRI ESELEL
BNk, 3) KRB CERE R T 68 7 R R BT i 0 AE
LiwnwZé, ITEHEINS.

3. [—EDOEH] I2DWT

WHO EZEDOR L7z [—ZEDEMH] ik, Table312RF
IHCI0EBEDP SR EINTWE UT, NEEZHET 5.

9, HB1HETE, BESLEMEORMFER L Bl &
W BB EORREEEMNEDN, TN TUAL IR L
TIHMEKRE LTE—BTHAILEENTRES VW E
T 5.

WIZ, E2HETE, BHRNLZHEGEE (NVvY v FES
e, WEMGE ARGERE L CEBRRERETG
WESEEEMEBUEZERTREZLZMAL TV S,
BRI, 1) BAER TR S W EROZHEMER, 2)
BHEEME 3) ERARRICET 2 AFRES, 4) EHEW
BB, 5) AT F—AF-avEV R, 6) EIR
OHHMH, 7) BEE 8) BMAOBE 9) £BHEE 10) H
BHE&OME5 R EThHs. 12, BRHEORERIZOWT
1, EERDESYERTE SN AR08 B 2 BRI
REOHMTELPIZHETELIITTRETHY, Th
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Table2 BIAMRYIRILDER

1. RO T Y N7 LA 7 w67 S ERIREICH 5.
(1) B RBBRE O 2 EEERNORI 2 E2 2B TV 5.
(2) RIS 2327, e DML EVFER ML, BRI FEEIC L Tw 5.
(3) BEMHEZEB VBRI R ZICELENTVS.
2. WENBRRICEI VT 7 F 2 - BEEREISMTbNE o7
3. 7Y T LA Y HOERIIEOFYA v - FROMEVEINS.
(1) =R HMBIFEEDO TN EETHS.
(2) WBEWAADREME - BEMERT Y b7 L4 2 BUAHIFHITE 2.
4. FLEREFIMEMATEEL, HRABRERRE 2 3EREBSIBREAL ) L LT A,
(1) BEmCiEse - B2 FECHEERBERASIIEHD 5.
(2) FIMELZ, X 0 KRB 2 B PR © BB EHI AT fE 2 B I R DRSS RD b 5.

Table 3

EHGEARRERANCER T NS EY

R TC o N S SR S

—_
=

T N7 UA 7 R AREENRENREETHEILZEN TR L2,

PR Rl R p g e A AL L e p R

AFHRLRERICETE, BRBOYAY - X374y MHliZIT) 2 &

opsEsy, & Qe PERBFTREME - HIPARENTVERETH S,

CU DMAAEIERBR L, B3 - BElSS N CoOMRECERREL, LHzNs L.
b MO A REN - AWEIRERTH S Z L WIRICHBT A L.

BIfER O@i% - 3, BEREEIRETE 5 HH THRERETH 5.

CUIL L BiRHRLED, FRERTHLONLT -y 0EYE, SHE2ERTLZE

. CURBISIIRRBITATSH Y, [FIRBIZEOWHT, BESFH o TER L&,

B OB AERMATREZ TV LICORET S L.

BEENEBE TH A LEMEBEEREBRAL TS (B3
H).

553 THIL, RERBEHYOMERER CAF UL FERIC
HOE, WEELZBRYDY R - X374 v NHEZATH R
EZLFERHTA 2T, kb MOFTAEEN - B

BB ENTWRVEERKBEHWITL, Wik s1EH
EHCCEHI TR EPDSHEEL 25, ZoH, EMERES
X, BET L, &I VERBICBU ARENE - A
PN ELINTHWARETH L E L (BE41H).

5L, CUMTONAEEE, Zo#HiELBR
L, B% - -Eiz&0BRETTHrERRERZL, £
DFEFE LD IIEWTH. TS CU DB L
i, AGofERICd b EE 2REICT 5 EEE N TR
REOMNTOMBE W) 2L &IET. 2L T, CUIRE
BEWOPINNBERRETHY, L ZBVERPDLH
EN7zELTH, AEETFO, H50I3ThbN LR
RABZ I, BESELL) RN HoTRELLW
CEEERHTS (B 9mH).

6L, BRMBHALTEDLBEOBBREICL MIC
S AREN - AMEDSHEREINID D TRV & % Wk
WHBAL, BRXePFrzAIrsMbIITIasr—va Y
Lo VRAEREZLEBATS. L, S BE
DECZEICIYEBRIZES) S v & icxT s

FEEETH B,

87 HIE, ERLEHWOMEICEL T BEHO#B
2= EH, REMREESRAETE AAHMTHROREZ L
BEEL, 810 HTREREEOHEMRRLITEL ZI T
WhHrZEREEL, BENRERELERT SO0, EEMR
R EERT20PWETREL LTS,

4. E =

ZMapp ™M D % B L L 72ERERIL, & M AR
BB WERRERICOWT, [ L) SiEIE
OOoNELTH, BEHLZBERNAADPNRENTH - 72
Db Lkv], NTRROPAOFEL ERHNZEER
bbhhbhv] oM - BelkioTT aBAE, £
NI ZMapp™% [REORREE | & UCHRE 2D
BAVZE L o/2dbDTHolz. KL, % WHO #Hi
BEIE [BEoRTHCHERABRINOEZE R 2 L
X, SFEXFTLRBHTARTES] [EDX ) RFHED, “do
not harm” AEEHEBTH Y, FICHEWNE-HHL0H
HZ] Laxy L, ZMapp " OMEHIZEEN - MERIIC
RIS AL E2RRLEZY. LaLl, $3%< WHO D
HFREEE, & MO A ERERBEO 2 ERREHY
O MENTH S LRI

BEEEELSE, MBNTHL EERmOITEBE LTIH
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SR 2 BT HORT, L0 L) RMENEEERE
BCHRICEs B L AL Twiy, ARmEOK
HZFE3iH 5 2%, Bk Tld Engelhardt @ 2 JER] (B, &
#)'”, Beauchamp/Childress ® 4 JRH] (HEME, ®fEE,
BE OFHR) FLCMY EFSoN2"Y. ERERES ¥
74 —AF-artrb, ERIERERQSFES ORI
LR BFHITH A, ERFEIEIEGSTHY, BEIER
WefThreafThb0THS. MEGRBIIETLIHNAF
G4 THBHANNVEY b - LE— FUERICIE Beau-
champ/Childress 251> TH Y, MEHELZOHMMA L LT
B, BE FLTCEROZRAEHIFOATHEY, &K
FREEEZECFALZoTWwE. T4bb, OaE?:
MZ 7%\ (donotharm), @ FliEEJEAIML, BLELR/ML
TAHILEHETRELLTWS. DL, © 28T UL,
v M TOREWOERDL % SN TV ZMapp" D5
BB T E W) mIEC 2225, Ll
Db EMMEFEANE, HE A mEHE O (FFHERE
VS #Hwm) LB ALT, EHIMELHRT 7200
EWHEETH 5. Engelhardt ¥, HREZEEEELTL—
F, BEWREERLEBEHONIHELZEL IO LIEL
Twv % L, Beauchamp/Childress (2B W Tid, FHIMOES
3%, HEOWNLORETEFYLZRIOF TOREL
%5, L3iuE, © @ PREEICEETEZWIRRTIE,
FEAMOBESERLY LEHELCS2E2 2. ZOMN,
WHO DEMEBRRD (B b4 7TV a v LBHE
(weigh) L72] &L LTw3. @ %BRTICE, REROML
SNTBIRBBOFIEZBA TR ZHBT RETH
5. LT, ZREFATLUThNANE/ZL WHO b
LTS, LaL, #hsliiEs [FIARIRE] ob &
T, @%HETLICLD. ZOHETDH, Or2r&elE
HLTIwbiFcidiw., ZT—E0EH (53, 4, 718
F) T, BEIRDBLELLIEDRDLDOLMHRCTE
5.

ZMapp M ED X ) FEREEBAT, KEACEE
N7zOPEAL L TR, REEREEMF (Food and
Drug Administration : FDA) 12 X 2 AR GRHERZX WL 00,
CREINOFE T 2 BREEBEBE» L 0EH % 9 1), XKE
E| 2 # ARTFFET (National Institutes of Health : NIH) ASH3
REEBN LD, BEWRELEITEIELo Tuzwn] &
KERFEHEF £ % — (Centers for Disease Control and
Prevention : CDC) #¥ 8 L Tw %Y. % 72, Mapp Bio-
pharmaceutical #H1& [%E L SN ENFT 2H T,
ZMapp™ &S L7z 2 2 RBELTwa. DEXY, cU%
ERICLEYOREYEH 722 RSN 5.

KRED CU X [IEKT 7 A (expanded access) ] & ML
h, COMEO—2IZ [MEAFEORESHEA (emergency
investigational new drug application) ] 2% %', Z 2T, B
BOEDRBEIH HREMEFHYI CUORNGE L LB L

W DD 5, [HEFBHA] (21 CER 312.34) 713, (&
WEREPTEETIE, FOMELVHBEROENHZ 2725
A% BIMIVETE VS ZEIZBELZV] EHRELTWY
72. L L, FDA id 2006 SEDRERBOF T [FCICHEHL 72
BEEATIEE-Z2BRT - 05% &b, BWER
75 RVEHERE 2 O ERSIIFCENIMERAL ) 254
BHb] L TOX) % FDAOYEIIHL, KEDE
EamEHEEAE, TEFEAICHEZRT S, LI3EE
PRERBRICHERL N TORMOREBRIZR S| L#tH
LTw3Y, BATOEIHANE, KEROBE O L E
A (21 CFR 312.320) 1220WT [E&HOMEEITEL T
BB LUTHRT 7 AMEHTHIH72o T, £1
MU O Ty APBELEE LS. L, L8
DOFHHERABO LY F Y ATHRERESS | 55—
7, BERETzEUMEc~0EHE (21 CFR 312.310) OfFEHIC
DWW TIIBIRBEROWHMELMI &2 LTnin?,

4, WHO OEMEEKIIL P OBRSEERO L WE
EREHRWOFHICOE, LLCERETOGYERTE
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