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(1) application Z{#5 F4l
(2) apply ZfE5A%]

(3) applied Z{#> FH I
(4) proposed Z {35 F i
(5) registration Z{# > F 15

(1) application Z {85 {5l

“Guidelines for Stability Tests Attached to Approval
Applications to Manufacture or Import Drugs” (Notification
No. 165 of the PAB and No. 43 of the Pharmaceuticals and
Cosmetics Division, PAB dated February 15, 1991)
“Guidelines for Toxicity Studies Required for Applications for
Approval to Manufacture or Import Drugs (Part 1)”
(Notification No. 118 of the Evaluation and Registration
Division, PAB dated February 15, 1984)

“Handling Clinical Trial Protocol Notifications, Manufacturing
Approvals and License Applications for Drugs Manufactured
by Recombinant DNA Technology” (Notification No. 62 of the
First Evaluation and Regulation Division, PAB dated December
11, 1986)

“Points to Consider for Approval Application Data for New
Drugs” (Notification No. 0330009 of the Evaluation and
Licensing Division, PFSB dated March 31, 2005)

“Preparation of Data Required for Approval Applications for
Drugs Manufactured by Recombinant DNA Technology”
(Notification No. 243 of the Evaluation and Regulation Division,
PAB dated March 30, 1984)

“Preparation of Data Required for Approvals Applications for
Drugs Manufactured by Cell Culture Technology” (Notification
No. 10 of the First Evaluation and Regulation Division, PAB
dated June 6, 1988)

[Application classification] Prescription drug (1): Drug with a
new active ingredient

[Brand name]

[Non—proprietary name]

[Applicant]

[Date of application]
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http://i-honyaku.life.coocan.jp/iitomosite/index.htm

1. Business licenses for marketing and manufacturing of drugs,
etc.

2. Marketing approvals for drugs

3. Attached documentation for new drug marketing
applications

4. GLP compliance for drugs

5. Notifications of clinical trial protocols for investigational
products

6. Certification of pharmaceutical products

7. Statements of approval and licensing status of
pharmaceutical products

A document—based inspection was conducted in accordance
with the provisions of the Pharmaceutical Affairs Law for the
data submitted in the new drug application.

A double—blind randomized study was conducted at the time
of application for approval of fixed—dose combination of
candesartan and amlodipine.

A joint venture of the two firms submitted an application with
the regulatory agency to seek approval to market the drug
throughout the European Union.

A manufacturing (importing) approval shall be granted by the
Minister for each product under application.

A non-—official drug which is the subject of a new drug
application is to be analyzed by the method in the NDA or
ANDA.

A notification was issued stating that the standard review
period for applications submitted after January 1, 2000 would
be reduced to one year.

A patent application has been submitted for this product in all
major markets.

A pre-Investigational New Drug application meeting is held
with the FDA before the submission of an Investigational New
Drug application.

A single patient may submit multiple applications successively
for a single claim.

A team of scientists reviews the new drug application (NDA)
containing the data and proposed labeling.

Abbreviated New Drug Application (ANDA) is a simplified
submission of an already approved drug.

Accordingly, the application is approved effective on the date
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of this letter.

Accordingly, the application is approved under 21 CFR 314
Subpart H.

After a sponsor submits an Investigational New Drug
application, it must wait 30 days before starting a clinical trial
to allow FDA time to review the prospective study.

After obtaining promising data from studies, the drug
developers submitted an Investigational New Drug application
to CDER.

After the application submission, the applicant requested to
change the proposed product to the modified model because
the post—marketing use results of this modified model in
Europe were satisfactory.

All of adverse drug reactions (ADRs) that occurred in this
study were similar to those that have been reported at the
time of application for approval.

All of the information needed for application for approval will
be gathered.

All toxicity tests conducted to support applications for new
drug manufacturing and distribution approval and
reexamination must be conducted in accordance with the
GLP.

Although changes to the proposed product after submitting
the application are not accepted in principle, the Authority
concluded that the above change should be accepted for
patients’ benefits based on the discussions in the Expert
Discussion.

An application for a renewal registration can be made on and
after January 1, 1988.

An application for Drug A approval was filed in June 2017 in
the US and in May 2018 in the EU, with main data from Study
A.

An application for manufacturing and marketing approval of
Drug A was fast—tracked by the U.S. Food and Drug
Administration in 2017.

An application for manufacturing or import approval must be
made in the same way as for a completely new drug even
when the brand name is only partially changed from a name
using Chinese characters to the same name using Japanese

phonetic or roman letters.
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An application is forwarded to the Center.

An investigational device exemption (IDE) application must be
submitted to the FDA before the device is used in a clinical
study.

An Investigational New Drug application is submitted to the
FDA to seek approval for the conducting of clinical studies.
An unanticipated adverse device effect means any serious
adverse effect on health or safety or any life—threatening
problem or death caused by, or associated with, a device, if
that effect, problem, or death was not previously identified in
nature, severity, or degree of incidence in the investigational
plan or application, or any other unanticipated serious problem
associated with a device that relates to the rights, safety, or
welfare of subjects.

Application data from clinical studies submitted to the MHLW
must first undergo a GCP compliance review to assure that it
meets GCP standards.

application for approval for partial changes

Application forms for approval to manufacture and market
drugs are usually submitted to the PMDA.

application procedures for approval and license of prescription
drugs

Applications for approval to manufacture and market new
drugs must be submitted to the regulatory authority.
Applications for approval to manufacture and market such
drugs are reviewed on a priority basis.

Applications using the common technical document (CTD)
became obligatory for new drugs in applications filed on or
after July 1, 2003.

Approval application documentation from pharmaceutical
companies becomes accessible after approval.

As the present application is for a new indication and new
dosage, no data relating to quality were submitted.

Based on discussions with the FDA, Company A plans to
submit a Biologics License Application (BLA) in early 2020.
Based on the above, it is considered appropriate to specify
“tachycardiac atrial fibrillation” as the indication to be added

in this application.
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Based on the clinical data package proposed in this briefing
document <<book>>, Company A will file a new drug
application (NDA) with a proposed indication of “improvement
of viremia in patients with chronic hepatitis C genotype 1 who
are either treatment—naive or who have received prior HCV
therapy.”

Based on the clinical data package, Company A will file a new
drug application (NDA) with a proposed indication of
“improvement of viremia in chronic hepatitis C.”

Based on these observations and characteristics of the
patient population, Company A is of the opinion that no
reproductive and developmental toxicity studies are required
for application for approval of Drug A.

Based on this advice, the applicant filed a manufacturing and
marketing application for the product (old model).

But the U.S. Food and Drug Administration later rejected
Company A’s application, citing major flaws with the trial.

Can the manufacturing and marketing application for the
combination be submitted when the individual agent is under
review?

clinical studies performed to collect data to be submitted with
applications for approval to manufacture and distribute drugs
Company A announced that the New Drug Application (NDA)
for Drug A has been accepted for filing and granted Priority
Review by the FDA.

Company A announced that they will file a new drug
application for Drug A.

Company A announced the submission of a supplemental new
drug application (sNDA) to the FDA for Drug A, seeking an
additional indication in pediatric patients six years and older
with thrombocytopenia who have had an insufficient response
to corticosteroids, immunoglobulins, or splenectomy.
Company A filed a partial change application for Drug A to
seek approval for an additional indication of tachycardiac atrial
fibrillation.

Company A filed a U.S. license application for Drug A in
January 2017.

Company A had filed a Marketing Authorization Application
(MAA) to the European regulatory agency in February, 2017

for approval to market Drug A as a treatment for Disease A.
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Company A had filed a New Drug Application (NDA) to the
FDA in January, 2017.

Company A has already requested a pre—Investigational New
Drug meeting with the FDA and plans to submit an
Investigational New Drug application by the end of 2018.
Company A has applied to the Ministry of Health, Labor and
Welfare to expand the applications of Drug A, a medicine for
allergy symptoms.

Company A has filed an Abbreviated New Drug Application
(ANDA) with the FDA seeking approval to market its lidocaine
topical patch 5%.

Company A has filed an application for an additional indication
for Drug A with the Ministry of Health, Labour and Welfare.
Company A has submitted a supplemental application for Drug
A to expand the use for the treatment of patients with
unresectable advanced or recurrent gastric cancer who have
not been previously treated, for a partial change in approved
items of the manufacturing and marketing approval.

Company A has submitted a supplemental Biologics License
Application (sBLA) to the U.S. Food and Drug Administration
(FDA) for Drug A.

Company A has submitted a supplemental new drug
application with the U.S. Food and Drug Administration for
Drug A.

Company A has submitted in collaboration with Company B a
supplemental Biologics License Application (sBLA) to the U.S.
Food and Drug Administration (FDA).

Company A has submitted new drug applications seeking
approval of Drug A in Canada, Australia, and Hong Kong.
Company A has three cancer drugs in phase IlI, the final stage
of research before application for approval is filed with the
FDA.

Company A herein provides written responses to PMDA
inquiries received on January 1, 2017 concerning the New
Drug Application (NDA) for Drug A for use in patients with
chronic genotype 2 hepatitis C virus infection.

Company A herein provides written responses to PMDA
inquiries received on June 1, 2017 concerning the New Drug
Application (NDA) for Drug A.

Company A is filing a supplemental new drug application in
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Canada simultaneously for this same indication.

Company A is planning a cross—regional study aiming to
submit new drug applications in Japan and China as early as
2017.

Company A received a second approvable letter on January 1,
2017 for new drug application (NDA).

Company A submitted a new drug application (NDA) of
fixed—dose combination of Drug A and Drug B to the Ministry
of Health, Labour and Welfare.

Company A submitted an application for an additional
indication for Drug A in Japan.

Company A submitted an application for an additional
indication of Drug A to the Ministry of Health, Labour and
Welfare.

Company A today announced that Company A has submitted
a Marketing Authorization Application (MAA) to the European
Medicines Agency (EMA) for Drug A.

Company A will comply accordingly, for all applications in the
future.

Company A will discuss these data with regulatory authorities
worldwide, with the intent to submit marketing authorization
applications based on these results, which will be presented at
an upcoming medical meeting.

Company A will file applications for manufacturing and
marketing authorizations.

Company A withdrew an application submitted to the
regulatory authority.

Company A’s New Drug Application (NDA) is currently under
review by the FDA.

Company B, the UK. subsidiary of Company A, today
announced that the company has tentatively withdrawn its
application for an additional indication for Drug A in the
treatment of severe Alzheimer’'s disease, submitted through
the mutual recognition procedure in Europe.

Consultations before clinical trials or applications for medical
devices or in vitro diagnostics

Consultations before drug application

Consultations before new non—prescription drug application
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Could the Regulatory Agency provide guidance on any
additional country—specific requirements with regards to the
Clinical Trial Application for this specific product?

Data submitted with applications for reexamination or
reevaluation must be collected and compiled in accordance
with the Good Post-marketing Study Practice (GPSP).
Despite this, the final case report data were checked and
confirmed by the investigators, and the Authority concluded
that there should be no problems with conducting a regulatory
review based on the submitted application documents.

Do you agree that the size of the safety database is adequate
to support a manufacturing and marketing application for Drug
A?

Document—based compliance inspection and data integrity
assessment were conducted in accordance with the
provisions of the Law for the data submitted in the new drug
application.

Document—based compliance inspection was conducted in
accordance with the provisions of the Pharmaceutical Affairs
Law for the data submitted in the application.

Documents for which the forms are designated (drug approval
application forms, adverse drug reaction report forms,
narcotics import license application forms, etc.) are clearly
marked as ABC (disclosure), DEF (non—disclosure) or GHI
(partial disclosure).

Does the PMDA agree that the clinical development program
is adequate to support New Drug Application (NDA) filing of
Drug A in Japan?

Drug A received Fast Track designation for myeloma from the
FDA, which meant that the FDA would facilitate and expedite
the development and review of the application.

Drug A was developed as an anti—-Parkinson’ s disease
medication by Company A, and a new drug application was
filed in 2010 in the U.S.

Drug approval reviews are normally processed in the order
that the application forms are received.

Drug A’s approval comes less than four months after the firm
submitted its manufacturing and marketing application and
about a year ahead of original expectations.

drug manufacturing application form
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Drug substance specifications for impurities are unchanged
from Company A’s application for Drug A.

During this time, the FDA has an opportunity to review the
IND application for safety to assure that research subjects will
not be subjected to unreasonable risk.

Each statement proposed for labeling must be justified by data
and results submitted in the new drug application.

Electronic specifications for the CTD (eCTD) have been
prepared and applied to application data submitted
electronically since April 1, 2005.

Explain the information that has been obtained to date, as well
as the information that you expect to obtain by the time the
Japanese New Drug Application (J-NDA) is filed for Drug A,
regarding the differences between Japan and overseas in the
frequency of SLAMF7 expression in multiple myeloma
patients.

Following the acquisition of Company B, Company A withdrew
this Paediatric Investigational Plan (PIP) application in
November 2017.

For approval application summaries for which no forms are
designated, the criteria for disclosure and non—disclosure are
specified.

From July 1, 2003, applications using the Common Technical
Document (CTD) will become obligatory.

From the submitted data in this application, it has been
concluded that Drug A has significant efficacy and acceptable
safety in patients with Disease A.

Further research is necessary to assure greater reliability of
application data.

Furthermore, it is unnecessary to conduct additional
post—marketing surveillance for this application.

Given these circumstances, Company A has submitted the
marketing application for the product.

Health economic evaluations are critical to support the
application for public reimbursement of new medications.
Healthcare professionals should also cooperate with the
preparation of medical certificates, etc. when people suffering
from adverse health effects file an application for

compensation.
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However, as the present application is for use in pediatric
patients, additional repeated oral toxicity studies in juvenile
animals were submitted as a supplement to the assessment of
safety of Drug A in children and adolescents.

However, new registration applications are required in cases
where there is concern that the change in registered items will
alter the basic nature of the registered product.

If a manufacturer determines that existing data permit
modification of the pediatric use information, the
manufacturer must submit a supplemental new drug
application to the FDA seeking approval of the labeling
change.

If clinical studies meet certain requirements, data prepared by
persons other than the applicant can be accepted as approval
application data.

If Drug A is not registered at the time of the proposed
first—in—human study of the combination therapy, does the
FDA agree that only pertinent information on the combination
therapy should be included in the combination therapy IND
application with all other sections cross—referenced to the
individual agent INDs?

If the application is approved, the permit will be issued
electronically to the applicant within the time frames noted
above.

If the results of the Japanese phase Il studies are
demonstrated not to be obviously different from those of the
overseas phase Il studies in terms of the primary endpoint and
safety, we plan to file approval application using the results of
overseas phase Ill studies as pivotal study results.

If there are drug interactions studies which have already been
completed but not submitted for this application, please show
data and submit their study reports.

In addition, Company A has submitted supplemental
applications for the treatment of colorectal cancer and
esophageal cancer.

In an effort to speed up the approval process, the authority
analyzed 100 clinical trial applications submitted during that
time period.

In chemotherapy—naive patients, a phase Il study is ongoing

and after the completion, a supplemental application will be
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filed for this indication.

In clinical studies included in the evaluation data submitted in
the application, the formulations as shown in Table 1 were
used.

In Europe, an application has been submitted seeking the
additional approval of Drug A for adjunctive use in the
treatment of partial-onset seizures or tonic—clonic seizures in
pediatric patients with epilepsy.

In Japan, Company A submitted new drug applications for
approval of the treatment of schizophrenia and bipolar
depression on July 1, 2017.

In Japan, Company A undertook the development of Drug A
tablets in 2000 and, based on the data from Japanese clinical
studies etc., a manufacturing and marketing application for
Drug A tablets indicated for “patients with Parkinson’ s
disease on levodopa—containing preparations with motor
complications” has now been submitted.

In Japan, the application for approval of an extended-release
formulation of Drug A is currently being evaluated.

In response to the request, the applicant initiated a clinical
study in August 2017 and submitted a partial change approval
application based on the study results confirming the efficacy
and safety of Drug A in the treatment of irritability associated
with autistic disorder in pediatric patients.

In the case that the application is approvable, ---

In the future, international acceptance of data among the
tripartite regions will be promoted further by advances made
in harmonization of approval application data by ICH.

In the review of drug applications, the reviewers form a team
to evaluate the quality, pharmacology, pharmacokinetics, and
toxicology regarding the particular drug under review.
“Data relating to quality”

In this application, neither nor

“Non—clinical data” have been submitted for the following
reasons: -**

It is allowed to submit data from the long—term storage test at
the time of application for approval.

It is also possible for investigator—initiated clinical studies to

be performed for the preparation of approval application data

in compliance with the GCP.

11

CORFETIRESNIGHBEMICEINSERARABRTIE, & 1
(CRTEFINALGNE,

3-AvITTIE, ThHAD/NEEZ DR FEE R FTRER AR
EDRERICHITBRA A DRBIBERICOVVGENM AR D
FENRHSNTLS,

ATt AP RRAERUVIUBIEIDFDAEAELT
2017 &£ 7 B 1 HICEHFERZRRFEERB L,

KFTIE, R AD 2000 FICEFIARDBFHFKICEF L, SH.
ERERABROT—IZE(CRETE, TLRKIEHREITAESD
DEHAPHEEE TR/ —F UV VROESE I EDEE- RS
BEF A DRERFTRBHBNMRESNZEIATHDS,

AIBTIIEHR A DRBIERFDAER A
TONTWRECATHD,
COEREEZ(IT, BHEHEL 2017 £ 8 ACERRAERERAL.
FDRERFER N O/NROBERREEES (I B RIBMED AR
(CBIIBERI A DBEMER VLR EMNERSNLILCETE,
HERGEAREE—MERERIRFEIRE UL,

(SDULVCIRTEFT @A

CORFENHEER A
J$3. ICH (L& TH&KER
BT3lLllLD. ZBETERMET-305%
N3EFEIN3,

EERBFEEOEECR. BRELENTF-LERAL. BE
HNEEERCETIME. X8, EYEHEE. SHEFMETS.

BTHIHE
EEHON—EF (- Vavhi— i
[ AR

CORFETIE. UAToEAN REICETE M I R UTIERR
RICBTBERIOVTNHIRESNTUEL,

CORYREFARBROT—HIEER
I%.

B Af + EERPRER(E . GCP Z&<FL T, A&
DIZHICEETHELRIRETH D,

IR T e EF A

AR



It is necessary to establish a system for clinical studies
performed for future approval applications by physicians and
medical institutions (so—called investigator—initiated clinical
trials).

List of data to be attached to the application form is specified
for each class.

Manufacturers have been requested to undertake
self-inspection and coordinate application documents.
Marketing Authorization Applications were submitted for Drug
A and Drug B combination therapy in patients with BRAF
V600 mutation—positive unresectable or metastatic
melanoma.

Materials being made public include the Review Report and
New Drug Application Summary.

Mild QT interval prolongation was observed with sildenafil in
the clinical study in healthy adult males conducted for the
marketing authorization application for vardenafil mentioned
above.

Neither additional pharmacovigilance activities nor risk
minimization activities are necessary in the risk management
plan for this application at present.

No biopharmaceutic data were submitted in this application.
No new information on biopharmaceutics is provided in this
supplemental Biologics License Application (sBLA).

No pharmacodynamic data were submitted because no
primary pharmacodynamics studies were conducted for the
present application (for the proposed indication) for the
following reasons: -

persons responsible for collection and compilation of data for
approval applications

Please clarify how you envision a metaanalysis supporting
your application.

Please correct the incomplete applications.

Premarket Approval (PMA) Application Number

Priority review status is granted to applications for drugs that,
if approved, would be a significant improvement in safety or
effectiveness in the treatment of a serious condition.
Reasons for judgment that the filing for new drug application
(NDA) will be available by using the results of the interim

analysis from the safety point of view are described below.
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Requirements for data submitted for approval applications
have been simplified.

Safety data from the study will also be included in the New
Drug Application.

Since additional expenses are required for reduction of the
review period, a major increase in application fees for all new
drugs was implemented.

Six months after the application was submitted, the FDA
approved Drug A for reducing the signs and symptoms of
moderately to severely active rheumatoid arthritis in patients
who have had an inadequate response to one or more
DMARDs.

Stability test guidelines were also established for approval
applications outside the three ICH regions (EU, Japan and the
us).

Submit completed applications to your local health and
welfare office.

The Act allowed generic manufacturers to submit a new type
of drug approval application to the FDA called an
“Abbreviated New Drug Application (ANDA).”

The applicant has recently submitted the new drug
application.

The applicant is requested by the MHLW to withdraw the
application in case a longer time is required for responding to
inquiries.

The applicant should provide the following information on the
application site adverse events to healthcare professionals in
clinical settings appropriately using information leaflets: ---
The application included two large studies, one using warfarin
as a comparator and a second using aspirin as a comparator in
patients unsuitable for warfarin.

The application is then discussed by the committee on the
basis of the most recent and advanced scientific knowledge.
The application received by the Center is subject to the
compliance review.

The application should be submitted by the time of the
manufacturing and marketing approval application.

The approval application is submitted to the governor of the

prefecture where the applicant is domiciled.
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The Authority asked the applicant to explain whether there
were particular tendencies in the occurrence of adverse
events at the application site.

The Authority commented that although it was undesirable to
file a manufacturing and marketing application in the middle of
a pivotal clinical study, the Authority would not refuse to
accept the application for the product if all required conditions
are met, including its clinical efficacy and safety, considering
the situation that no implantable ventricular assist device was
available at the time of the face—to—face consultation and that
the product had been designated as an orphan medical device.
The Authority concluded that although the above issue
needed to be improved, there should be no problem with
conducting a regulatory review based on the submitted
product application documents, including the modified data
that were re—summarized and submitted.

The Authority concluded that the clinical studies as a whole
were performed in compliance with GCP and there should be
no problem with conducting a regulatory review based on the
submitted application documents.

The Authority concluded that there should be no problem with
conducting a regulatory review based on the submitted
application documents.

The Authority concluded that there were no obstacles to
conducting its review based on the application documents
submitted.

The Biologics License Application (BLA) submission will
include data from the phase | studies as well as the complete
set of data from the phase Il studies.

The clinical data package of Drug A for the Japanese New
Drug Application (J-NDA) filing will be constructed from data
sources shown in Figure 10.

The companies have submitted a new drug application (NDA)
for manufacturing and marketing approval for Drug A in Japan,
for the treatment of osteoarthritis (knee joint, hip joint, and
ankle joint).

The companies have submitted a supplemental application for
combination therapy of Drug A and Drug B, for a partial
change in approved items of the manufacturing and marketing

approval.
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The contact information for the agent is entered in the
Remarks section of the application form.

The contents of specifications and test methods in approval
applications must include the required test items in reference
to the specified test guidelines.

The CTD guidelines consist of five parts: Module 1 (regulatory
information such as application forms and information
concerning attached documentation), Module 2 (data
summary), Module 3 (data on quality), Module 4 (hon—clinical
study reports), and Module 5 (clinical study reports).

The data attached to applications for approval to manufacture
and distribute drugs must be in Japanese.

The data from all clinical studies will be included in the New
Drug Application submission for Drug A.

The data submitted in the application and the outline of a
review by the Pharmaceuticals and Medical Devices Agency
(PMDA) are as shown below.

The department determines if the documents have been
prepared appropriately and accurately based on the study
results in accordance with the Criteria for Reliability of
Application Data.

The department reviews the documentation included with
applications for approval of drugs and medical devices.

The FDA also granted the Drug A application breakthrough
therapy designation and priority review status.

The FDA granted breakthrough therapy designation for this
application.

The FDA granted this application fast track designation and
priority review.

The FDA stated that it is currently planning to hold an
Advisory Committee meeting for this application on a
yet—to—be—determined date.

The FDA will reevaluate the product after Company A submits
a complete analysis of the safety data supporting the license
application.

The finding of modest bilirubin elevation in just a few patients,
accompanied by an increased incidence of transaminase
elevation compared to placebo, has been the basis for refusing
to approve an application.

The general properties of Drug A are described in Company
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A’s New Drug Application (NDA).

The guideline on common technical documents aimed at
standardization of approval application forms, which was
thought to be impossible to achieve when the ICH was
founded, reached final agreement at ICH-5.

The import license application was submitted in December
2017.

The Investigational New Drug (IND) application is the means
through which the sponsor obtains this exemption from the
FDA.

The Investigational New Drug (IND) application must contain
information in three broad areas: ---

The Japanese New Drug Application (J-NDA) is expected to
be submitted in 2017.

The majority of toxicology studies to support this
Investigational New Drug (IND) application were designed by
Company A in accordance with the ICH guidelines for the
preclinical testing of biopharmaceuticals.

The New Drug Application (NDA) for this drug for use in basal
cell carcinoma was filed with the FDA.

The new drug application data were subjected to a
document—based compliance inspection and a data integrity
assessment in accordance with the provisions of the “Act on
Securing Quality, Efficacy and Safety of Pharmaceuticals,
Medical Devices, Regenerative and Cellular Therapy Products,
Gene Therapy Products, and Cosmetics.”

The new drug application data were subjected to a
document—based compliance inspection in accordance with
the provisions of the Act on Securing Quality, Efficacy and
Safety of Pharmaceuticals, Medical Devices, Regenerative and
Cellular Therapy Products, Gene Therapy Products, and
Cosmetics.

The new drug application data were subjected to an on—site
GCP inspection in accordance with the provisions of the Act
on Securing Quality, Efficacy and Safety of Pharmaceuticals,
Medical Devices, Regenerative and Cellular Therapy Products,

Gene Therapy Products, and Cosmetics.
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The new drug application data were subjected to an on—site
GCP inspection, in accordance with the provisions of the
“Act on Securing Quality, Efficacy and Safety of
Pharmaceuticals, Medical Devices, Regenerative and Cellular
Therapy Products, Gene Therapy Products, and Cosmetics.”
The nonclinical data submitted at the time of application for
approval of insulin analogs demonstrated that cell proliferation
induced by insulin analogs is of a similar magnitude to that
induced by human insulin, and therefore, at the time of
approval review, it was concluded that it was not necessary to
include any specific precautions in the package insert.

The page explains the kind of information the application
should include and the Federal regulations to follow.

The page provides resources and guidance on preparing the
NDA application, and what to expect during the review
process.

The phase IIl study will have to be launched and finalized
before application for approval can be submitted.

the postmarketing surveillance conducted for the application
of reexamination

The purpose of this PMDA consultation is to obtain advice
from the PMDA on the Sponsor’ s proposed development
strategy for Drug A in Japan, and the components of the
clinical data package for Japanese New Drug Application
(J-NDA) filing.

The range of data to be submitted with applications for
non—prescription drugs is specified as shown in Table 1.

The regulatory agency has provided a checklist for
self-compliance review by the applicant prior to approval
applications.

The regulatory authority concluded that there were no
obstacles to conducting its review based on the application
documents submitted.

The regulatory authority conducts inspections and data
integrity assessments in relation to applications for
manufacturing and marketing approval,
re—examination/re—evaluation, or use-results evaluation of a
drug to assess whether the tests and clinical trials have been
conducted in an ethically and scientifically appropriate way in

compliance with Good Laboratory Practice (GLP), Good
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Clinical Practice (GCP), and Good Post—marketing Study
Practice (GPSP).

The regulatory authority reviews the name, ingredients,
composition, dosage and administration, indications, ADRs,
etc. of the product in an application submitted by a person
with a marketing business license.

The results of reviews or assessments at each of the above
stages are compiled, and a GMP compliance review report is
prepared for the plant in the application concerned.

The results of studies submitted with the present application
demonstrated Drug A’ s effects on human HIF-PH inhibition
and induction of erythropoietin production in a rat model of
PG-PS-induced inflammatory anemia and in partially
nephrectomized rats with CKD.

The review is intended to confirm the reliability of the data as
application data.

The role of the PMDA is to conduct approval reviews and
surveys of the reliability of application data.

The sponsor shall have the right to delete any confidential or
proprietary information contained in any presentation or
abstract and may delay publication for up to 60 days for
purposes of filing a patent application.

The sponsor submitted a New Drug Application (NDA) with full
information on manufacturing specifications.

The submitted data in this application were considered to
allow evaluation of the efficacy and safety of Drug A
administered to Japanese patients with atrial fibrillation
according to the proposed dosage and administration.

The supplemental Biologics License Application (sBLA) for
Drug A is currently under review by the FDA.

The supplemental new drug application for Drug A is based on
positive results from a research program.

The supplemental new drug application has been granted a
priority review by the FDA.

The U.S. Food and Drug Administration (FDA) has accepted

the Biologics License Application (BLA) for Drug A.
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The U.S. Food and Drug Administration (FDA) has granted the
Company A's request for priority review of its supplemental
Biologics License Application (sBLA) for Drug A as a
treatment for patients with atypical hemolytic uremic
syndrome.

The U.S. Food and Drug Administration (FDA) has issued a
Complete Response Letter (CRL) regarding Company A’ s and
Company B’ s applications seeking accelerated approval of
Drug A.

There were no obstacles to conducting its review based on
the application documents submitted.

This application for Drug A marketing approval was filed with
main data from Studies A and B.

This application is based on results of a phase I, multicenter,
randomized study designed to assess the impact of treatment
with Drug A on overall survival.

This application is based on the data from a multi—center,
randomized clinical study evaluating Drug A in combination
with chemotherapy versus placebo in combination with
chemotherapy in patients with previously untreated
unresectable advanced or recurrent gastric cancer that is
negative for human epidermal growth factor receptor 2
(HER2).

This application is based on the results of an open—label,
single—arm, multicenter, investigator—initiated phase II clinical
study conducted in Japan.

This application is mainly based on the result from Part 1 of
Study A conducted by Company A in patients with
chemotherapy—naive Stage IV or recurrent non—small cell lung
cancer (NSCLC).

This basic notification was partially revised, and the
application categories were more strictly defined.

This department also undertakes preliminary reviews for
applications for verification of drugs for gene therapy.

This document is an assessment of the nonclinical program to
support the manufacturing and marketing application of Drug
A

This document provides a response to a question raised by
the Health Authority with regard to clinical trial application
submitted for Study A.
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This period will be used to accumulate clinical study data
submitted electronically for new drug applications.

This supplemental new drug application provides updated
information about the risk of melanoma for patients receiving
PUVA therapy.

This was agreed by Company A, who will comply accordingly,
for all applications in the future.

Three planned Phase 1 studies will be completed at the time
of Japanese New Drug Application (J-NDA) submission.
timing of applications for accreditation of overseas
manufacturers

To confirm the reliability of reviews and application data, the
Organization for Pharmaceutical Safety and Research (OPSR)
conducted compliance reviews on application data.

To prepare evaluation data for the application in Japan, an
unscheduled interim analysis was performed in the course of
the US pivotal clinical study.

Type Il variation applications should be presented as follows,
preferably in electronic format and in accordance with the
EU-CTD.

Uncorrected QT interval data, along with QT interval data
corrected, should be submitted in all applications.

Under the Pediatric Research Equity Act (PREA), all
applications for new active ingredients, new indications, new
dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the
safety and effectiveness of the product for the claimed
indication(s) in pediatric patients unless this requirement is
waived, deferred, or inapplicable.

We assist you in the IND application process.

We conduct scientific reviews of manufacturing and marketing
authorization application of pharmaceuticals and medical
devices.

We have completed the review of this application.

When accreditation is not obtained beforehand, “under
application” should be entered in the manufacturing and
marketing approval application form.

When an application is submitted for a new drug manufacturing
and marketing approval, the plant is inspected to determine if

it actually complies with the GMP standards.
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When an application to change of the master file (MF) is
submitted, the marketing authorization holder must submit a
partial change application or a slight modification notification
for the MF depending on the contents of the change.

When application for a new drug or a follow—on biologic
(biosimilar) is filed in or after April 2013, the applicant is
required to include a Risk Management Plan (RMP) in the
application.

When application forms for new drugs are received by the
PMDA, a compliance review of the application data, GCP
on—site inspection, and detailed review are undertaken by
review teams of the PMDA.

When Company A submitted its application for FDA review at
the end of December, it asked the regulatory agency to give
the priority review status.

When data from clinical studies performed in foreign countries
are used for new drug application in Japan, the data are first
checked to assure that they comply with regulatory
requirements in Japan.

When the applicant is a corporation, the representative
(director with representative authority) makes the application.
When the person conducting the clinical study learns that the
results collected from the study were not attached to the
application form as application data, this fact and the reason
for it must be notified in writing to the directors of the medical
institutions performing the study.

When the registered contents of the drug master file (DMF)
are changed, an application to change the DMF or a slight
modification notification must be submitted.

Whether or not a drug under application is appropriate for
human health care is objectively determined in light of state of
the art medical and pharmaceutical technology.

With data from these studies, new drug applications (NDAs)
for the indication of Disease A are intended in foreign
countries.

With the agreement reached on the common technical
document (CTD) guidelines of the International Conference on
Harmonization (ICH), new guidelines for preparation of

approval application data were issued.
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With the revision of the Pharmaceutical Affairs Law in April
2005, two new notifications were issued on the handling of
approval applications for manufacturing and distribution of

drugs.

application Z {5 FA !

apply Z{5 %]

applied Z &5 4l

proposed Z {5 Al

registration Z{&5 FA45I
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(2) apply ZfE5AHI

Company A has already completed trials in the U.S. and is
preparing to apply for manufacturing and marketing approval.
Company A has completed the nonclinical studies of Drug A
necessary to apply for permission to begin a phase I study in
the U.S.

Company A is preparing to apply to the FDA to conduct
clinical trials in that field as well.

For detailed information such as how to apply, please make
inquiries to the office below.

Manufacturers of new drugs shall apply for the reexamination
of such drugs six years after their approval.

Now that Drug A has been approved in the UK., Company A
plans to apply for approval to market it in the other European
Union countries.

Pharmaceutical manufacturers outside Japan can apply
directly under their own name for marketing approval if they
perform the studies regarding quality, efficacy, and safety
required for the drugs they intend to export to Japan.

The so—called accelerated drug approval program enables
companies to apply for approval with less elaborate testing on
fewer patients.

When sufficient preclinical data have been gathered, the drug
developer may apply to the FDA for permission to begin
testing two of those drugs sometime next year.

When the patents or other periods of exclusivity on
brand—name drugs expire, manufacturers can apply to the
FDA to sell generic versions.

application Z {5 F {5l

apply Z {5 FI

applied Z{#5 I

proposed Z{& 5 F 45l

registration Z{&> A
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(3) applied Z {85 A5l

Company A applied for a partial change in the marketing
approval previously acquired in Japan for the additional
indication for conditioning treatment prior to autologous
hematopoietic stem cell transplantation for malignant
lymphoma.

Company A has applied for expanded marketing approval in
the United States.

Company A has applied to the Ministry of Health, Labor and
Welfare to expand the applications of Drug A, a medicine for
allergy symptoms.

Electronic specifications for the CTD (eCTD) have been
prepared and applied to application data submitted
electronically since April 1, 2005.

application Z{& 5 A%l

apply Z {5 FAf5I

applied Z {5 Al

proposed Z{#5 Al

registration Z{%5 FA45
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(4) proposed 1> R

---, using dosing routes and regimens as similar as possible to
the proposed clinical studies.

1. Name and address of manufacturing plant or business office
2. Ingredients and quantities

3. Manufacturing method

4. Proposed indications

5. Proposed dosage and administration

1. Type of device

2. Name of device

3. Shape, structure and dimensions

4. Raw materials, components and quantities

5. Manufacturing method

6. Proposed performance, purpose of use or indications

1. Proposed operating method or method of use

A nonclinical testing strategy was developed consistent with
the proposed clinical indication, route of administration, and
dosing regimen.

A team of scientists reviews the new drug application (NDA)
containing the data and proposed labeling.

A third phase Il study is being proposed that will evaluate the
efficacy and safety of Drug A in patients who are either
methotrexate—naive or who have not been taking
methotrexate in the last 6 months.

After the application submission, the applicant requested to
change the proposed product to the modified model because
the post—marketing use results of this modified model in
Europe were satisfactory.

All of these findings in animals occurred at systemic
exposures greater than those associated with efficacy for the
proposed indications.

Although changes to the proposed product after submitting
the application are not accepted in principle, the Authority
concluded that the above change should be accepted for
patients’ benefits based on the discussions in the Expert
Discussion.

Although the analysis of the primary endpoint in the phase III
study did not demonstrate the linear dose—response or the
effect of the increased dose, the applicant proposed the

following dosage and administration: ---
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Among women with breast cancer, the use of a proposed Drug
A biosimilar, compared with Drug A, resulted in an equivalent
overall response rate at 24 weeks.
An official consultation (pre—phase I study consultation) and a
preliminary consultation with the regulatory authority have
been conducted to ask “appropriateness of the clinical
development plan and the proposed data package for Disease
A” and “validity of the proposed phase I and II study plans.”
Any changes to the proposed consent form suggested by the
investigator must be agreed to by the Sponsor before
submission to the IRB/IEC/REB, and a copy of the approved
version must be provided to the Sponsor monitor after
IRB/IEC/REB approval.
As a result of the review on the submitted data, including the
performance data, the Authority concluded that the
specifications of the product are adequate as an implantable
ventricular assist device and accepted the proposed
specifications.
As noted above, the Regulatory Agency will require additional
clinical efficacy data to support a supplemental new drug
application (sNDA) for Drug A in the proposed indication.
As patients weighing < 15 kg were excluded from the phase III
study, the words “patients weighing < 20 kg” in the proposed
Dosage and Administration section will be changed to
“patients weighing > 15 kg to < 20 kg.”
Based on data from stability studies, a shelf life of 36 months
in climatic zones I and II (including Japan and China) has been
proposed, stipulating that the product not be stored above 25
°C.
Based on the above results, a retest period of 30 months was
proposed for the drug substance when placed in
double—layered polyethylene bags, stored protected from light
in an aluminum bag at room temperature according to the ICH
Q1E Guidelines.
Based on the above, a shelf life of 24 months was proposed
for the drug product when packaged in glass vials sealed with
a rubber stopper, stored protected from light in a paper carton
at2° Cto8° C.
Based on the above, a shelf life of 3 years has been proposed
for the drug product when stored at room temperature in PTP

packaging or polyethylene bottle packaging.
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Based on the adverse events requiring attention during
treatment with Drug A, infection, encephalopathy, and
gastrointestinal perforation should be added to the proposed
key survey items.

Based on the clinical data package proposed in this briefing
document <<book>>, Company A will file a new drug
application (NDA) with a proposed indication of “improvement
of viremia in patients with chronic hepatitis C genotype 1 who
are either treatment—naive or who have received prior HCV
therapy.”

Based on the clinical data package, Company A will file a new
drug application (NDA) with a proposed indication of
“improvement of viremia in chronic hepatitis C.”

Based on the data submitted, the Authority considered that
the proposed content of hydrochloric acid solution, sodium
hydroxide solution, and diethylenetriamine—pentaacetic acid is
unlikely to pose safety problems.

Based on the ICH Q1E Guideline, a shelf life of 36 months has
been proposed for the drug product when packaged in PTP
(polyvinyl chloride films/aluminum foils) and stored at room
temperature.

Committee for Medicinal Products for Human Use (CHMP)
scientific advice was given in November 2015 regarding the
proposed clinical development program for the iv formulation.
Company A plans to conduct a testicular toxicity study in
parallel with the phase Il studies to more definitively
demonstrate the safety of Drug A at the proposed clinical
doses.

Company A plans to include MMR rate in the proposed US
package insert.

Company A will conduct a safety study in patients with RA as
requested by the regulatory authority to confirm the absence
of effects on the testes and on sperm at the proposed highest
clinical dose of 100 mg.

Consequently, a shelf life of 36 months was proposed for the
drug product when stored at a temperature between 2 to 8
deg C in a polyethylene—laminated tube and protected from
light.

27

EHABREBICIEEVEETINLOAETERERFAT,
HENTVZELRBTEBR(C, BE. NE. HIEEEAE
EBMNT3,

COMEREHTIRETSEMIKRT ) W—JICEIE K A

(. MEMCRFRII/AMT1 DEEDIL, REBETHIN.
HCV X T B RIAEREZ (Tt Hd B EICHITEI1)L A

FEDE | E BB - N RELTHERZRHE (NDA) Zi2H
I3 FECHD.

COERERT—RI\Wr—JICETE,
(33794 L AAE DR E | % B B X6
(NDA) ZiIRHE T B FETHS.
RESNETACEIE, BRIIIERRF &R, KERIET DL
BR.IIFLYMNT7IVAHBOBRFESENR LM LOME
FHEnT AT LI BT LT

St ARTEMC E!H?ﬁ(:b‘
E-NRELTHEXER

ICH Q1E 54 RSAVICETE, BAFICOVTIE, PTP GRUEIEE
ZIV4VA-PIVIE) (CaEL, BREFETREE. 36 nARED
ESHEIBEFINTLVS,

2015 £ 11 A, COFIRN I 5 RWFITHF SN TLSERRBF
TRTSLICEAVTRMER R Z &S (CHMP) DRIZHIBI N
HaEniz,
£ A ZTNHDEE M HAREREH TUTHERESHEARBREITL.
HEERKAECHIIDES A DREMELNEARICIIRAT S5
ETH3.

24t AlF, BESN TV XRERTXEIC MMR REE&HTD
SETHD.

2 AR, BERSERKAETHS 100mg [CEVWTHRERY
BFERTIZENBNIEEHERTSH. AR L B/OEKIC
LT, RA BEEXNRICREMRBRETIFTETHD,

ZORER., COBWFNONTIE, KULFLYF35— FFa-TITA
1l T 2~ SCTRAETBEE. 36 DAMOE MMM
N,



Considering that as a rule, it is necessary to determine the
bioequivalence between the 10—mg tablet and the 20—-mg
tablet proposed for marketing in accordance with the
bioequivalence guideline, the Authority instructed the
applicant to explain the bioequivalence between the 10—-mg
tablet and the 20—mg tablet by conducting a human
bioequivalence study in accordance with “Guideline for
Bioequivalence Studies of Generic Products.”

Does the PMDA agree that the proposed specifications and
test methods for drug substance and drug product are
acceptable?

Does the PMDA agree with the proposed strategy for
shelf-life setting and the shelf-life extension plan, and if the
shelf life is extended as per the plan, this can be considered as
a non—substantial amendment?

Does the PMDA think that the current nonclinical program for
Drug A supports the proposed treatment of age—related
macular degeneration patients with Drug A?

Drug A is not genotoxic and is not carcinogenic at the
proposed clinical dose.

Drug A is proposed as the first in a novel class of oral
antidiabetic drugs.

Drug A is unlikely to have significant pharmacological effects
on the central nervous and cardiovascular systems when used
in clinical settings, because these changes were observed at
doses higher than the proposed clinical dose.

Each statement proposed for labeling must be justified by data
and results submitted in the new drug application.

Exposures (AUCs) at the no—observed—adverse—effect levels
(NOAELS) in rats and dogs were 3000 and 300 times,
respectively, the human exposure at the proposed clinical
dose.

Figure 1 demonstrates that the human exposure at the
proposed therapeutic dose of 200 mg/day remains below any
exposures at which testicular findings have been observed in
dogs.

However, the proposed intended use at the time of regulatory
submission was as follows: ---

If approved at the proposed dose, the product could offer

symptom relief with a low volume nasal spray.
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If Drug A is shown to be equivalent to Drug B only in tumor
response rates, and not in time to progression, accelerated
approval may not be granted for the proposed indication.

In addition, in order to guarantee the stability of the
unwrapped product, when the product is taken out of the foil
wrapping, a shelf life of 6 months in climatic zones [ and II
(including Japan) has been proposed, stipulating that the
unwrapped product not be stored above 25°C.

In clinical trial consultations for new drugs, the regulatory
authority checks whether a proposed clinical trial complies
with the requirements for regulatory submission, taking into
consideration the ethical and scientific aspects and reliability
of the clinical trial as well as the safety of subjects.

In monkeys, there was an increased incidence of abortions at
doses of 30 and 100 mg/kg, 1000 to 4000 times the proposed
therapeutic dose.

In response to the Authority’ s instruction, the applicant
conducted a human bioequivalence study in accordance with
the bioequivalence guideline for generic products and
explained that bioequivalence was demonstrated for the
10—mg tablet and the 20—mg tablet proposed for marketing.
In summary, the results of nonclinical toxicology testing have
not revealed any major concerns that would prevent Drug A
from being used safely in human beings at the dose and
duration of treatment proposed.

In the proposed Phase lll studies, inadequate response is
defined as < 50% improvement in symptoms of depression.

In this consultation, we are seeking the PMDA’s advice on the
following items regarding the proposed phase Il studies, their
study design, and the clinical data package: ---

In vitro biocompatibility studies were conducted with the
proposed microcatheter delivery system.

Morphological alterations in the liver, i.e., degeneration and cell
necrosis, were observed only at the lethal dose in monkeys
which is over 10000 times the proposed clinical dose of Drug
A

New proposed uses are the treatment of atopic dermatitis,
eczema, and pruritus (itching).

No pharmacodynamic data were submitted because no

primary pharmacodynamics studies were conducted for the
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present application (for the proposed indication) for the

following reasons: ---

Other important points to be discussed include a
determination of regulatory acceptability of our approach to
the target indication and the proposed safety database.

Outline of the proposed product

Please clarify your plans for submitting the results of the
study since the study is highly relevant to the proposed
indication.

Safety data should be collected for at least 300 patients who
were treated with the proposed drug using the proposed
dosing regimen.

Studies in phase IIl are designed to confirm the preliminary
evidence accumulated in phases [ and II that a drug is safe and
effective for use in the proposed indication and patient
population.

Summary safety and efficacy data from Study A supporting
the proposed dosing regimen are as follows: ---

Table 1 lists key experiments supporting the use of Drug A at
the proposed dose(s) and frequency(ies) of administration.
Taken together, these data support the safe use of Drug A in
the proposed patient population.

The 10 mg tablets used in a Japanese phase III study are of
the same formulation as proposed for marketing.

The applicant explained the rationale for the proposed dosage
and administration as follows: ---

The applicant has therefore proposed the following starting
doses: 0.5 mg/kg in patients weighing < 20 kg, and 1.0 mg/kg in
patients weighing 2 20 kg, both administered orally for 5 days.
The Applicant is requesting a Pharmaceuticals and Medical
Devices Agency (PMDA) consultation (Post—Phase II study
consultation) to get scientific advice about the study design of
the proposed Phase Il study and the clinical data package.
The applicant submitted published documents that report
antimicrobial susceptibility of clinical isolates of
Propionibacterium acnes to various drugs determined by the
standard agar dilution method proposed by the Japanese

Society of Chemotherapy.
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The Authority instructed the applicant to submit a report
when data from a large enough number of subjects implanted
with the proposed product were accumulated to evaluate the
efficacy and safety reliably to a certain degree.

The Authority reviewed the study results of the originally
proposed pin bearing pump and raised safety concerns
compared with the existing implantable ventricular assist
devices especially in terms of the incidences of hemolysis,
thrombus in device, stroke, reoperation, and pump
replacement.

The bioequivalence of the proposed commercial formulations
of 10 mg, 50 mg, and 100 mg tablets was established.

The clinical data package constructed to support the
proposed indication will comprise of 20 clinical studies.

The Cmax and AUC of Drug A were analyzed by logistic
regression to evaluate their relationship to response rate,
duration of response, and progression—free survival (PFS)
according to the International Myeloma Working Group IMWG)
criteria, using the results of Study A, in which Drug A was
administered as per the same dosage regimen as the proposed
dosage and administration.

The compositions of the proposed commercial formulations
are presented in Table 1.

The data from the phase IIl study alone therefore hardly
Jjustify the dose increments in the dose regimen proposed by
the applicant.

The data from the study demonstrate that the proposed dose
of Drug A is effective and safe.

The efficacy of the proposed marketing formulation was
equivalent to that of the old formulation.

The following statements were included in the PRECAUTIONS
CONCERNING INDICATION section of the proposed package
insert.

The GCP inspection at medical institutions conducting the
clinical trials of a proposed product is intended to verify how
the safety and ethics of subjects are ensured and how the
trials are managed.

The high dose in toxicology studies is approximately 50—fold

higher than the highest proposed dose for psoriasis patients.
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The main objectives of the biopharmaceutics studies were to
assess the dose linearity or proportionality over the proposed
therapeutic dose range and to demonstrate the
bioequivalence between different formulations.

The objective for this End of Phase Il meeting is to reach
agreement with the regulatory authority concerning the
proposed development plan.

The pharmacokinetics of Drug A administered at the proposed
dose (3 mg/kg) was compared only in terms of serum Drug A
concentrations at 1.5 hours after the start of administration
and serum trough concentrations.

The potential risks of treatment can be largely prevented by
monitoring as is suggested in the proposed labeling.

The proposed dosage and administration was that “the usual
adult dosage is 3 mg/kg of Drug A administered intravenously
every 3 weeks for a total of 4 times.”

The proposed dose for Drug A in Japanese patients with colon
cancer corresponds to that already approved for the
indications in countries outside Japan.

The proposed dosing regimen for the phase Il studies is the
following: ---

The proposed dosing regimen for the treatment of bacterial
conjunctivitis is to instill one drop of Drug A solution in the
affected eye, three times a day for four days.

The proposed dosing regimen is one drop in the affected
eye(s) three times per day for four days.

The proposed indication for Drug A is “NTRK fusion—positive,
locally advanced or metastatic solid tumors.”

The proposed indication was established based on the results
from the phase Il study in patients with Disease A and the
drug utilization survey.

The proposed patient population will be patients at least 50
years of age with a diagnosis of bilateral geographic atrophy
secondary to advanced dry AMD, confirmed by the central
reading center.

The proposed shelf life for Drug A is 18 months at the
recommended storage condition of < =120 deg C, protected

from light.
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The proposed specifications for the drug substance include
content, description (visual), identification, purity, related
substances (liquid chromatography), residue on ignition
(residue on ignition test), and assay (HPLC).

The proposed specifications for the drug substance include
the content, description, identification, purity (related
substances), water content, residue on ignition, particle size,
and assay.

The proposed target genes appropriately cover all genes and
their variants that are currently necessary for CGP.

The purpose of this PMDA consultation is to obtain advice
from the PMDA on the Sponsor’ s proposed development
strategy for Drug A in Japan, and the components of the
clinical data package for Japanese New Drug Application
(J-NDA) filing.

The regulatory authority agreed to accept the in vitro elution
specifications proposed by the firm in their response.

The regulatory authority asked the applicant to explain the
appropriateness of the wording “autistic disorder in pediatric
patients” in the proposed indication.

The regulatory authority assessed Company A’s request for
review for accelerated approval for the indication, but based
upon the proposed study designs of the registrational studies,
could not support Company A’s request.

The safety of Drug A has been evaluated in patients with
social anxiety disorder at doses up to several times higher
than those proposed for use in this study.

The shelf life for the drug product may be extended based on
available supporting stability data if every test at < -120° Cis
within stability acceptance criteria for the duration of the
stability study as required in the proposed shelf-life extension
plan and if no trends are observed that might lead to results
outside the stability acceptance criteria during the proposed
shelf life.

The study conditions under which the data were collected
were not representative of the proposed clinical use.

The study data on the effect of food on the pharmacokinetics
of Drug A are omitted, because the formulation proposed in

Japan was not used.
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The submitted data in this application were considered to
allow evaluation of the efficacy and safety of Drug A
administered to Japanese patients with atrial fibrillation
according to the proposed dosage and administration.

The test data are inadequate to demonstrate chemical
stability for this drug during the proposed shelf-life.
Therefore, local exposure in the animal studies was up to 6
times higher than the proposed clinical concentration.

These effects were observed at systemic exposures that are
considered to be sufficiently in excess of the maximum human
exposure at the proposed therapeutic dose.

This compound was observed in drug substance batches
manufactured according to the proposed synthesis method.
This is followed by a summary of bioequivalence of clinical trial
formulations and proposed commercial formulations.

Thus, the applicant considers that there is no particular
problem with the proposed 1.0 mg dose of Drug A for patients
with chronic non—cancer pain.

Together with metabolic and pharmacokinetic data, the
nonclinical safety data on Drug A support its safe use in
humans at the proposed doses.

Under the proposed indication of “Parkinson’ s disease
patients with motor complications,” Drug A might be used in
inappropriate patients, i.e., patients with dyskinesia only but
without apparent OFF—period symptoms in whom the efficacy
of Drug A has not been studied.

We are seeking PMDA'’ s advice in advance to the phase II
studies on their designs and the clinical data package intended
for the following proposed indication.

application Z {5 F {5l

apply Z {5 FI

applied Z{#5 I

proposed Z{& 5 F 45l

registration Z{&> A
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(5) registration Z{#> A5

“Guidelines for Toxicity Studies Required for Applications for
Approval to Manufacture or Import Drugs (Part 1)”
(Notification No. 118 of the Evaluation and Registration
Division, PAB dated February 15, 1984)

A peri— and postnatal development study in the cynomolgus
monkey will be conducted to support registration.

Additional studies are being sponsored and conducted by
cooperative groups and investigators; however, they are still
ongoing and are not included as part of the registrational
package.

An absolute bioavailability study is planned to provide further
understanding into ADME profile of Drug A and will provide
necessary data required by other Health Authorities for
registration.

An application for a renewal registration can be made on and
after January 1, 1988.

An iv liquid formulation (10 mg/mL) is planned to be used for
registration in the United States and European Union (EU).
DAS28 CRP has been utilized as an endpoint in registrational
trials for approvals for Drug A in RA.

Data from this study will be part of a registration dossier.
Data from this study will be used to support a supplemental
registration submission of Drug A as a treatment to improve
cardiovascular and renal events in patients with type 2
diabetes.

Does the FDA agree that the assessment of complete
cytogenetic response is adequate for an early registration
based on accelerated approval?

Does the FDA agree that the registrational package is
sufficient to support filing an accelerated approval of Drug A
for the treatment of adult patients with Ph+ CML in chronic
phase?

Efficacy and safety data obtained in western countries may be
utilized in the registration of Drug A in Japan.

For planning purposes of the registrational studies, Company
A seeks the FDA’s view on the following questions: ---.
However, new registration applications are required in cases
where there is concern that the change in registered items will

alter the basic nature of the registered product.
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International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for Human
Use (ICH)

On January 1, 2017, Company A submitted a Meeting Request
to discuss the safety and efficacy results of the registrational
study and to confirm the NDA submission plan.

Product Submitted for Registration

Summary of product submitted for registration

The applicant has a plan to conduct post—marketing
surveillance using the central registration method in patients
with relapsed or refractory multiple myeloma to investigate
the safety of Drug A in post—marketing use.

The fixed dose combination tablet to be submitted for
registration could enhance patient compliance and, in turn,
treatment outcomes.

The regulatory authority assessed Company A’s request for
review for accelerated approval for the indication, but based
upon the proposed study designs of the registrational studies,
could not support Company A’s request.

The regulatory authority reviewed the trial in support of a
supplemental NDA for Drug A for refractory ovarian
carcinoma.

The results of a regulatory review conducted by the
Pharmaceuticals and Medical Devices Agency on the following
pharmaceutical product submitted for registration are as
follows:

The studies are still ongoing and are not included as part of
the registrational package.

application Z {5 F {5l

apply Z {5 FI
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