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Japan’s Special Approval for Emergency
System During the COVID-19 Pandemic

Hideki Maeda'™*

The development of drugs for coronavirus disease 2019 (COVID-19) is a global challenge. In Japan, remdesivir was
approved in May 2020 for COVID-19 caused by the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)
infection. In February 2021, a vaccine against COVID-19 was approved. These two approvals were made using the
Special Approval for Emergency system in Japan. This Japanese system was started in 2010 and has been used

to approve four drugs to date, including remdesivir and the Pfizer COVID-19 vaccine. This paper discusses future
challenges for Japan’s Special Approval for Emergency system and organizes what can be learned from experiences
to date. As a result, | would like to point Out the following issues. (i) Special Approval for Emergency is a system

for approving drugs approved overseas, not a system for approving drugs originally developed in Japan. A system to
approve drugs that have not been approved in foreignh countries needs to be considered. (ii) In the Special Approval
for Emergency system, it is necessary to ensure that postmarketing activities are conducted in accordance with the
Risk Management Plan and the conditions of approval, to disclose the results in a timely and speedy manner, and to

judge the appropriateness of continued approval based on the results of postmarketing activities.

On May 7, 2020, the Ministry of Health, Labour, and Welfare
(MHLW) in Japan granted Special Approval for Emergency
(SAFE) to remdesivir, an antiviral agent of nucleotide analogue
prodrug, developed by Gilead Sciences, indicated for coronavirus
disease 2019 (COVID-19) caused by the severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) infection.' The approval
of remdesivir in Japan was only one week after the granting of the
US Emergency Use Authorization; submission of the application
was on May 4, 2020, and the review period was only 3 days. The
new drugapplication data package for remdesivir consisted almost
totally of clinical trial results conducted in foreign countries. On
February 14, 2021, the MHLW also granted SAFE to tozinam-
eran (Comirnaty), a new vaccine against COVID-19 developed by
Pfizer and BioNTech. Vaccination against COVID-19 was started
in Japan on February 17. Pfizer submitted a new drugapplication
to the MHLW on December 18,2020. This vaccine is a messenger
RNA vaccine with a completely new and innovative mechanism
of action. Clinical development required about 8 months, then
58 days of the review was required for tozinameran.” These two
cases represent unprecedentedly fast approvals in Japan. A system
called "Special Approval for Emergency” (SAFE) was used for this
review. The SAFE system is for emergency situations and short-
ens the approval process in Japan for drugs already in use over-
seas. In the case of the MHLW], it evaluated data from a large-scale
international phase II/III study and a small amount of Japanese
population data submitted by Pfizer. The overseas data consisted
of efficacy and safety data from about 43,000 paticnts,3 while the
Japanese data were from a phase I/II trial that evaluated safety
and immunogenicity. The Japanese data were submitted after
the application was filed, with a cutoff date of January 5, 2021.

SAFE was then granted. At present, three drugs have been newly
approved in Japan for COVID-19, two of which were granted ap-
proval under the SAFE system (Table 1).

In this paper, I review the Japanese SAFE system for COVID-19

drugs, including past cases, and discuss future issues.

What Is the SAFE System?

In Japan, the time from application to approval is generally about
one year. In contrast, SAFE is granted in emergency situations
such as pandemics. The approval system is based on Item 1, Article
14-3 of the Pharmaceuticals and Medical Device Act and allows
for the approval of drugs carlier than usual. In other words, SAFE
is a contingency drug approval system for emergencies arising in
Japan. To be granted SAFE, the following requirements must be
met:

1. The drug will help prevent the spread of a disease that is
likely to seriously impact the lives and health of the Japanese
public. The drug must be urgently needed to prevent the
spread of the disease.

2. There is no drug available other than the drugin question.

3. The drug has been approved in a foreign country that has an
approval system of equivalent rigor to that of Japan.

History of the SAFE System in Japan
SAFE has been applied to four drugs in Japan so far, including
Pfizer’s vaccine (Table 2).

First, in May 2010, GlaxoSmithKline (GSK) and Novartis
vaccines received SAFE for the first time to treat a new strain of
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influenza (subtype A hemagglutinin type 1 and neuraminidase
type 1 (HINI))./"S Subsequently, Gilead’s remdesivir was granted
SAFE in May 2020 to treat COVID-19 caused by severe acute re-
spiratory syndrome coronavirus 2 (SARS-CoV-2) infection.” In
February 2021, the tozinameran vaccine against COVID-19 was
approved. So far, a total of four drugs have been granted SAFE in
Japan.

The MHLW has decided that documents that would normally
be required at the time of a new drug application for approval but
that were not submitted in time for the SAFE can be submitted
after the approval is granted. The two vaccines against subtype
A HINI were approved and discontinued in March 2011, as
the HINI influenza pandemic was less severe than expected and
has subsided. The two vaccines against HIN1 subtype A influ-
enza were removed from the registration of drugs master file in
March 2011 and submission of reports for re-examination was
discontinued.

Approved Drugs for COVID-19 and Approval Systems Other
than the SAFE System in Japan

On April 23,2021, a third drug against COVID-19 was approved
by the Pharmaceuticals and Medical Devices Agency (PMDA)
in Japan, and Table 1 lists the pharmaceutical drugs approved in
Japan to date. As mentioned above, remdesivir and COVID-19
vaccine were approved by the SAFE system, while the recently ap-
proved baricitinib was approved under the regular approval system
with a Priority Review and approved in 119 days. This approval
was based on the following guidance:

Handling of the approval review of pharmaceuti-
cals, medical devices, i vitro diagnostic products,
and regenerative medicine products during the pan-

demic of COVID-19 (April 13, 2020).

Treatment of pharmaceuticals for COVID-19
during the approval review process (May 12, 2020)

The PMDA is conducting an urgent and flexible approval re-
view process for drugs used against COVID-19.2 Further, iz vitro
diagnostics, antigen tests, etc. related to COVID-19 are in the
field of medical devices and are similarly being reviewed in a very
prompt and timely manner.” Of course, the review of pharmaceu-
tical drugs is also conducted promptly, but the difference between
SAFE approval and the priority review of a regular approval such
as that of baricitinib is unclear. The difference is that the review
period is shorter for SAFE, and the reasons for differences between
approval systems should be examined in detail.

Postmarketing Commitments and Risk Management Plan
for Drugs Approved Under the SAFE System in Japan
The significance of the SAFE system for delivering necessary
drugs in emergency situations is widely recognized. On the other
hand, some issues need to be addressed.

SAFE is granted on the condition that the drug has been ap-
proved in other countries that have approval systems equivalent
to that in Japan. Drugs that have only been used domestically,
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such as in clinical research, will not be eligible unless they have
already been approved overseas. In fact, in 2020, a compound that
originated in Japan, favipiravir (indicated for the treatment of
influenza), was not subject to SAFE and has yet to be approved,
although the government stockpiled the drugat a cost of ¥14 bil-
lion before :1pproval.10 Besides, if Japan were to pioneer the de-
velopment of a drug for the treatment of COVID-19, that drug
would not be eligible for approval under the SAFE system. In
other words, SAFE requires prior approval overseas, so there is no
mechanism for allowing an independent risk-benefit assessment
exempting that requirement. The postapproval review process is
also an issue. Since the decision on whether to grant SAFE is based
on limited data, regulatory authorities should carefully monitor
postmarketing data. Table 3 summarizes the postapproval condi-
tions and risk management plans for the two drugs approved for
COVID-19.

The HINT1 influenza vaccines were canceled from the master
file of registered drugs one year after approval, and postmarketing
surveillance data were not disclosed. In Japan, a Risk Management
Plan (RMP) has been required to be prepared and disclosed
since 2013 in accordance with the "Guidelines for Drug Risk
Management Plans;"!! prior to that time, disclosure of an RMP
was not mandatory. In addition, interim data from the postmarket-
ing surveillance of HINTI influenza vaccines, which were approved
in 2010, have not yet been disclosed because the approval process
was under re-examination, although it is a good time to disclose the
re-review reports.

Some sort of system for providing approvals in cases of emer-
gency is of course important. However, after approval, it is nec-
essary to ensure that postmarketing activities are conducted in
accordance with the RMP and the conditions of approval, to dis-
close the results in a timely and speedy manner, and to judge the
appropriateness of continued approval based on the results of post-
marketing activities.

Comparison of Emergency Use Systems in other Countries
With the SAFE System in Japan

Each country has its own system for carly approval under emer-
gency conditions. The United States has the Emergency Use
Authorization (EUA) system, requiring a declaration by the
Secretary of Health & Human Services. The EUA permits the
use of unapproved drugs or expands the existing indications for
already-approved drugs when the following requirements are met:

1. The disease is life-threatening or causes serious illness

2. Efficacy of the drug for the disease is expected or recognized

3. The potential benefit to patients justifies the potential risks of
treatment use and those potential risks are not unreasonable in
the context of the disease or condition in question

4. There is no comparable or satisfactory alternative to diagnose,
monitor, or treat the disease or condition in question

These requirements are similar to the SAFE system in Japan,
but the risk-benefit analysis stated in the EUA is not described in
the SAFE system, despite being a natural concept in approving a
drug. Also, the EAU system differs from the SAFE system in that
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prior approval in another country is unnecessary. Further, the EUA
can be approved using a lower standard of evidence ("reasonable
to believe" that the drug "may be effective") than would apply to a
regular approval.

The US Food and Drug Administration (FDA) in the United
States has approved most drugs related to COVID-19 via the
EUA."? For example, the antimalarial agents chloroquine and hy-
droxychloroquine were approved for COVID-19 by the EUA on
March 28, 2020, remdesivir on May 1, 2020, and vaccines against
COVID-19 by Pfizer and Moderna in December 2020." Pfizer’s
vaccine is the first messenger RNA vaccine and was reviewed at an
extremely fast pace, even though it carries a certain risk. Notably, the
EUA approval for chloroquine was canceled after only 3 months."?
This was because, after postmarketing data had been collected, the
FDA concluded that the efficacy no longer outweighed the risks.
The number of drugs approved by the EUA against COVID-19
alone is eight:,12 and the four Japanese SAFE cases enacted in 2010
are considered to be few. Japan has not utilized SAFE much during
the pandemic.

The United Kingdom was also the first country in the world to
apply an emergency use system for the vaccine against COVID-19,
and the UK Medicines and Healthcare Products Regulatory
Agency (MHRA) granted permission for the emergency use of
Pfizer’s vaccine on December 2, 2020.14 Furthermore, the World
Health Organization (WHO) gives emergency use listing.15 If the
vaccine is added to the WHO emergency use listing for developing
countries that do not have a review system, developing countries
will be able to use listed drugs as guidance when approving emer-
gency use in their countries.

All of the above systems provide permissions for emergency use,
not approval of the drug. In Japan, the SAFE is an approval system
for marketing authorization of drugs. The European Medicines
Agency (EMA) also has an approval system for emergency use in
terms of marketing authorization. On January 6, 2021, the EMA
conditionally approved the marketing authorization of the vaccine
by BioNTech and Pfizer.'® The EMA also considered emergency
use'”!® but had already started a rolling review of data from the
clinical trials of vaccines against COVID-19, resulting in condi-
tional approval.

Issues With the SAFE System in Japan

I believe that the main future challenge will be to consider emer-
gency responses in normal times, rather than stopgap measures
after an emergency such as when a pandemic occurs. To deliver
medicines to patients as quickly as possible, there may be some
medicines to which rules such as the SAFE system should be ap-
plied even in normal times.

SAFE is a system for approving drugs that have already been
approved overseas, not for approving drugs originally developed
in Japan. In the future, consideration may need to be given to the
approval of drugs that have been developed only in Japan during a
pandemic. Removal of the condition "The drug has been approved
in a foreign country that has an approval system of equivalent rigor
to that of Japan" from the SAFE criteria may be the optimal option.
In this case, "the approved drugs in foreign countries,’ which is a kind
of scientific criterion, is missing. Approval for emergency use is also
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expected to be based on incomplete and interim clinical trial results
(e.g., clinical trials with biomarkers, surrogate end points, and/or
limited safety data). Similar to the case of conditional approval sys-
tems in]apan,19 approval may have to be conditional on the adequacy
and limitations of surrogate end points and postmarketing supple-
mentation of safety data. However, Japan has been a member of the
International Council on Harmonization since its establishment,
and the regulatory agency of Japan is capable of approving drugs.20
Also, Japan has two existing, well-structured postmarketing
systems for drugs. One involves pharmacovigilance and risk min-
imization activities according to the RMP. The other involves
implementation of conditions of approval, where postmarket-
ing commitment is a condition of approval. Ensuring that these
postmarketing systems are implemented for drugs approved by
the SAFE system seems warranted. However, the results of the
postmarketing activities and the results of conditions of approval
are usually disclosed when the re-examination application is ap-
proved. This means the results will be disclosed 810 years after
approval. Since drugs approved under the SAFE system are likely
to become the focus of public attention, enhanced transparency
and speedy and timely disclosure of results can be considered nec-
essary. In addition, it is necessary to disclose the results at an carly
stage, such as in periodic safety reports, rather than after the end
of the re-examination period as is usually the case with ordinary
drugs. Hence, it is important to judge the appropriateness of con-
tinued approval based on the results of postmarketing activities.

Conclusions

This review has summarized the SAFE system and approval situ-
ations of drugs for COVID-19 in Japan. As a result, the following
issues and suggestions were identified:

1. SAFE is a system for approving drugs that have already been
approved overseas, not for approving drugs that have been
originally developed in Japan. A system to approve drugs
that have not been approved in foreign countries needs to
be established from a risk-benefit perspective for application
in emergency situations. It would be better to remove the
condition “The drug has been approved in a foreign country
that has an approval system of equivalent rigor to that of
Japan” from the SAFE criteria.

2. It is necessary to ensure that postmarkcting activities are con-
ducted in accordance with the RMP and conditions of ap-
proval, to disclose the results in a timely and speedy manner,
and to judge the appropriateness of continued approval based
on the results of postmarketing activities.

“Prompt approval” is, of course, important from the perspective
of patient access, but “prompt postmarketing data disclosure and
implementation of confirmatory clinical trials” appear to be even
more important for SAFE. Prompt disclosure of results from scien-
tific verification is clearly very important.
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