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The conditional approval for a new drug
application in Japan is an expedited drug
development program intended to improve
patients’ access to potentially effective drugs
in serious diseases without effective thera-
pies, particularly where timely confirmatory
clinical trials are difficult to conduct. Several
new drugs have been approved through this
pathway, however, there are emerging issues
to be addressed. This paper provides an over-
view of current state and future directions of
conditional approval in Japan.

As have many regulatory agencies in high-income coun-
tries, the US Food and Drug Administration (FDA),
the European Medicines Agency (EMA), and the
Pharmaceuticals and Medical Devices Agency (PMDA)/
Ministry of Health, Labour and Welfare (MHLW) in
Japan have implemented expedited programs to improve
patients’ access to innovative new drugs for serious dis-
eases without effective therapies. The FDA's accelerated
approval (AA) and the EMA's conditional marketing au-
thorization (CMA) were introduced in 1992 and 2006,
respectively,"” whereas the PMDA/MHLW's conditional
early approval (CEA) program was established in 2017.}
These programs provide early access to possible effective
treatments for patients with serious or life-threatening

diseases, but there are some differences in their eligibility
criteria, requirements/conditions, and its use/availability.

The CEA program is designed to improve the consis-
tency and predictability of regulatory interactions with
sponsors to facilitate patients’ access to new drugs.® To be
eligible for this program, a product must be intended to
treat a serious disease, offer superior clinical utility com-
pared to existing treatments, and has demonstrated in clin-
ical trials a certain level evidence reasonably predictive of
efficacy and safety. The CEA is granted with a condition of
conducting postmarketing surveillance or other studies to
demonstrate the efficacy and safety of the drug. However,
the MHLW's notification for CEA does not clearly state
the possibility of revoking approval if efficacy cannot be
demonstrated in the postmarketing studies.

The FDA's AA is a program to facilitate the expedited
approval of drugs that treat serious conditions and address
unmet medical needs." To qualify for AA, a drug must be
intended to treat a serious or life-threatening disease and
offer potentially meaningful therapeutic advantage over
existing treatments. The AA is granted based on a demon-
strated effect on either an unvalidated surrogate endpoint,
which is a measure that is thought to predict clinical ben-
efit but is not itself a measure of clinical benefit, or an
intermediate clinical end point, which is a measure of a
therapeutic effect that is considered reasonably likely to
predict the clinical benefit of a drug, such as an effect on
irreversible morbidity and mortality. After marketing ap-
proval, postmarketing or ongoing studies are generally
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required to demonstrate the clinical benefit of the drugs.
The FDA has a legal authority to withdraw the product
from the market if the clinical benefit is not demonstrated
during postmarketing studies, or such studies have not
been completed in a timely manner." However, there are
several challenges and limitations, including limited ev-
idence and inadequate labeling, delayed or incomplete
postmarketing studies, and market access/cost issues,
and it is not easy to revoke an approval once it has been
granted. Despite these challenges/limitations, the use of
the AA program has been continuously increasing for both
oncology® and non-oncology drugs’ in recent decades.

The EMA's CMA is a program that allows for the ex-
pedited approval of drugs in the European Union based
on the data demonstrating the potential benefits of the
medicine outweighing its risks.” The CMA is granted to
medicines that address unmet medical needs and offer
significant benefits to patients who currently have limited
treatment options. It makes the drugs to be available to
patients in the European Union while additional data are
collected. The CMA is valid for 1 year, and it can be re-
newed annually, subject to additional data being provided
to support the product's continued benefit-risk balance.
The AA and CMA can be converted to a full approval
after sufficient data on its efficacy and safety is obtained.
Among 278 indications granted AA in the United States,
139 were converted to full approval and 28 were with-
drawn between 1992 to 2021, whereas 24 of 72 medicines
granted CMA in the European Union were converted to a
full marketing authorization between 2006 and 2021.

The proportion of the CEA for new molecular entity
(NME) drugs, including biologics for human use approved
in Japan, was compared to that of the AA/CMA for those
approved in the United States/European Union between
2017 and 2021 (Figure 1a). Detailed information on ap-
proved drugs is collected from the websites and review
reports of the regulatory agencies.*®’ During Syears,
only four (2.1%) of 189 NMEs were granted the CEA in
Japan, whereas 45 (17.8%) of 256 NME and 38 (19.0%) of
200 NMEs were granted the AA in the United States and
the CMA in the European Union, respectively. Although
the difference in the number of NMEs between Japan and
the United States/European Union became smaller, the
gap between the CEA and the AA/CMA use has widened
over the years. The PMDA/MHLW granted the CEA based
on small-scale, uncontrolled studies using an unvalidated
surrogate end point as a primary end point and requested
postmarketing surveillance for all these drugs (Table 1).
As a specific condition for those, except lorlatinib, the
PMDA/MHLW requested sponsors to publish informa-
tion or submit data on the results of a planned phase III
randomized study using a clinical end point. However, the
PMDA/MHLW's review reports do not mention that they

will review the results of those randomized studies and
may revoke an approval if efficacy is not demonstrated.

Our analysis showed that the CEA in Japan has been
used only a few new drugs compared to the AA/CMA in
the United States/European Union. The lack of use of the
CEA in Japan is probably due to the following reasons.
First, the CEA is no longer different from the full approval
process except for its uncertain efficacy (Figure 1b). The
postmarketing surveillance as a condition of the CEA is
generally required for the full approval in Japan. Further,
there are no expiration dates or significant marketing con-
ditions for CEA-approved drugs, so that the sponsors do
not need to apply for full approval after getting the CEA.
Second, the PMDA/MHLW rarely revokes the approval of
a new drug once it has been granted, because it is difficult
to determine that the efficacy of the drug is not sufficient
through postmarketing surveillance as a single arm obser-
vational study. These factors may lead the PMDA/MHLW
not to use the CEA program in drug development in Japan.

Drug lag has been a critical issue of public health in
Japan for many years.® Drug lag refers to the time it takes
for a new drug to be developed, tested, and approved for
use in clinical practice in comparison to the time it takes
to do so in another jurisdiction. Many factors contribute
to drug lag, including the time it takes to complete clini-
cal trials, the regulatory approval process including when
the marketing application is filed with the comparative
authorities and the various regulatory pathways used, and
the cost of developing and producing new drugs. The clin-
ical significance of drug lag is that it can impact patient
outcomes by delaying access to new and potentially more
effective treatments.

Global clinical trials provide an opportunity for simul-
taneous drug development and contribute to reducing
drug lag. However, there has recently been an increase in
the number of global clinical trials in which a new drug
application under the AA/CMA program is filed with the
FDA/EMA based on the results of an analysis using unval-
idated surrogate end points, and the full approval is filed
based on the results of the final analysis (Figure 1c).” If
Japan were to adopt only the full approval without using
the CEA program, it would exacerbate drug lag due to dif-
ferences in the policies of regulatory agencies. We found
that most new drugs under the AA/CMA program in the
United States/European Union have been authorized
through a standard full approval process in Japan. AA/
CMA can be granted before clinical trials are completed
and full approval granted in Japan. Although various ex-
pedited programs have been recently introduced by regu-
latory agencies to improve patients’ access to innovative
new drugs, it is necessary for regulatory agencies to en-
gage in discussions and debate on the most effective ex-
pedited drug development program for patients to fully
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FIGURE 1 Conditional early approval in Japan, accelerated approval in the United States, and conditional marketing authorization in
the European Union. (a) NME granted the CEA in Japan and those granted the AA/CMA in the United States/European Union between
2017 and 2021. The proportion of the AA/CMA for NME in the United States/European Union has increased recently, whereas that of the
CEA in Japan remains low. The difference in the number of NME between Japan and the United States/European Union became small.

(b) Scheme of the CEA in Japan and the AA/CMA in the United States/European Union. The CEA/AA/CMA may be granted based on
small-scale, dose-finding clinical studies investigating drug efficacy and safety using a surrogate endpoint. The PMDA/MHLW requests
postmarketing surveillance when granting the CEA. The FDA requests postmarketing clinical trials when granting the AA and sometimes
revokes approval if the trials do not provide evidence of clinical benefits. The EMA request additional postmarketing data, which can
include clinical trial results as well as postmarketing surveillance studies. The CMA is valid for 1 year and can be renewed annually. (c) The
gap of use of the CEA and the AA/CMA results in drug lag due to differences in the policies of regulatory agencies. There is an increase in
drug development strategy in which a new drug application under the AA/CMA program is filed with the FDA/EMA based on the results of
an interim analysis using surrogate end points, and the full approval is filed based on the results of the final analysis of global clinical trials.
AA, accelerated approval; CEA, conditional early approval; CMA, conditional marketing authorization; EMA, the European Medicines
Agency; EU, European Union; FDA, the US Food and Drug Administration; JP, Japan; MHLW, the Ministry of Health, Labour and Welfare;

NME, new molecular entity; PMDA, the Pharmaceuticals and Medical Devices Agency; US, United States.
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benefit from global clinical trials and achieve greater reg-
ulatory alignment.

To improve the effectiveness of the CEA for facilitating
new drug development, several changes may need to be
considered:

1. Making the eligibility criteria of the CEA program more
compatible with that of the AA/CMA and promoting
CEA approvals for drugs authorized under the AA/
CMA program.

2. Implementing an expiration date for CEA approvals
similar to the CMA. This would ensure that the effi-
cacy and safety of CEA-approved drugs are regularly
re-assessed.

3. Requiring postmarketing studies to demonstrate the ef-
ficacy and safety of CEA-approved drugs, similar to the
system used by AA.

4. Revoking approval for drugs that do not demonstrate
clinical benefits in these postmarketing studies, also
similar to the AA's approach.

The approval process for pharmaceuticals and other
products often involves balancing the need to ensure ef-
ficacy and safety of a medical product with the known
negative public and personal health impacts of a serious
disease with no effective treatments. However, excessive
deregulation in the name of rapid general availability of
a medicine can compromise patient safety and increase
the risk of harm from drugs. This is a complex issue that
needs to be approached from the perspectives of patients,
companies, public health, and regulatory agencies. It is
hoped that by making these changes, the CEA program
in Japan will function more efficiently and improve access
to possibly effective drugs when patients have serious dis-
eases for which there is no effective therapy.

ACKNOWLEDGMENTS

The views expressed in this article are those of the au-
thors and do not necessarily reflect the official views of
the PMDA.

FUNDING INFORMATION
This work was supported by JSPS KAKENHI Grant
Number JP21K18094 (M.T.).

CONFLICT OF INTEREST STATEMENT
The authors declared no competing interests for this work.

ASCPT

ORCID

Mototsugu Tanaka @ https://orcid.org/0000-0002-8082-8945

REFERENCES

1. Sachs RE, Donohue JM, Dusetzina SB. Accelerated approval -
taking the FDA's concerns seriously. N EnglJ Med. 2022;387:199-
201. doi:10.1056/NEJMp2204487

2. 2021 Annual Report of the European Medicines Agency, 2022.
Accessed February 28, 2023. https://www.ema.europa.eu/en/
annual-report/2021/index.html

3. Implementation of a Conditional Early Approval System for
Pharmaceutical Products (the Pharmaceuticals and Medical
Devices Agency), 2022. Accessed August 18, 2022. https://www.
pmda.go.jp/english/review-services/regulatory-info/0003.html

4. Beaver JA, Howie LJ, Pelosof L, et al. A 25-year experience
of US Food and Drug Administration accelerated approval
of malignant hematology and oncology drugs and biolog-
ics: a review. JAMA Oncol. 2018;4:849-856. d0i:10.1001/
jamaoncol.2017.5618

5. Omae K, Onishi A, Sahker E, Furukawa TA. US Food and Drug
Administration accelerated approval program for nononcology
drug indications between 1992 and 2018. JAMA Netw Open.
2022;5:2230973. doi:10.1001/jamanetworkopen.2022.30973

6. New Drugs at FDA: CDER's New Molecular Entities and New
Therapeutic Biological Products (the U.S. Food and Drug
Administration), 2023. Accessed February 2, 28. https://www.
fda.gov/drugs/development-approval-process-drugs/new-
drugs-fda-cders-new-molecular-entities-and-new-therapeuti
c-biological-products

7. List of Approved Products (the Pharmaceuticals and Medical
Devices Agency), 2022. Accessed August 18, 2022. https://
www.pmda.go.jp/english/review-services/reviews/approved-
information/drugs/0002.html

8. Tanaka M, Idei M, Sakaguchi H, et al. Evolving landscape of
new drug approval in Japan and lags from international birth
dates: retrospective regulatory analysis. Clin Pharmacol Ther.
2021;109:1265-1273. doi:10.1002/cpt.2080

9. Chinook Therapeutics, Inc, 2021. Accessed December 22,
2022. chrome-extension://efaidnbmnnnibpcajpcglclefindmka-
j/https://investors.chinooktx.com/static-files/f9fc40bd-debd-
46d0-8f99-f2ce22e35b46

How to cite this article: Tanaka M, Miyazawa H,
Terashima R, ITkuma M. Conditional early approval
for new drug applications in Japan: Current and
emerging issues. Clin Transl Sci. 2023;00:1-5.
doi:10.1111/cts.13536



https://orcid.org/0000-0002-8082-8945
https://orcid.org/0000-0002-8082-8945
https://doi.org//10.1056/NEJMp2204487
https://www.ema.europa.eu/en/annual-report/2021/index.html
https://www.ema.europa.eu/en/annual-report/2021/index.html
https://www.pmda.go.jp/english/review-services/regulatory-info/0003.html
https://www.pmda.go.jp/english/review-services/regulatory-info/0003.html
https://doi.org//10.1001/jamaoncol.2017.5618
https://doi.org//10.1001/jamaoncol.2017.5618
https://doi.org//10.1001/jamanetworkopen.2022.30973
https://www.fda.gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products
https://www.fda.gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products
https://www.fda.gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products
https://www.fda.gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products
https://www.pmda.go.jp/english/review-services/reviews/approved-information/drugs/0002.html
https://www.pmda.go.jp/english/review-services/reviews/approved-information/drugs/0002.html
https://www.pmda.go.jp/english/review-services/reviews/approved-information/drugs/0002.html
https://doi.org//10.1002/cpt.2080
https://investors.chinooktx.com/static-files/f9fc40bd-debd-46d0-8f99-f2ce22e35b46
https://investors.chinooktx.com/static-files/f9fc40bd-debd-46d0-8f99-f2ce22e35b46
https://doi.org/10.1111/cts.13536

	Conditional early approval for new drug applications in Japan: Current and emerging issues
	ACKNOWLEDGMENTS
	FUNDING INFORMATION
	CONFLICT OF INTEREST STATEMENT
	References


