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Abstract

The purpose of this paper is to provide a guideline for understanding and comparing the regulatory framework of Project Orbis Partners
(POPs) and Project Orbis observers, with a focus on their approaches to drug approvals, rejections, and withdrawals. While each agency
has its own regulatory framework and guidance, there are some similarities and differences between the language used to describe drug
approvals, rejections, withdrawals, and the public availability of these decisions. Project Orbis is an international partnership of regulatory
agency, led by the U.S. Food and Drug Administration (FDA), aimed at streamlining the submission and review processes to expedite the
global availability of oncology medications for patients. Since its inception, Australia’s Therapeutic Goods Administration (TGA),
Brazil’s National Health Surveillance Agency (ANVISA), Canada’s Health Canada (HC), Israel’s Ministry of Health (IMoH) Medical
Technologies, Health Information, Innovation and Research (MTIIR) Directorate, Singapore’s Health Sciences Authority (HSA),
Switzerland’s Swissmedic (SMC), and United Kingdom’s Medicines and Healthcare Products Regulatory Agency (MHRA) have joined
and become POPs. Other international agencies such as, the European Medicines Agency (EMA) and Japan’s Pharmaceuticals and
Medical Devices Agency (PMDA) are currently observing Project Orbis, as of late 2023. They are not full Project Orbis partners but work
closely with the FDA to facilitate oncology drug approval through international collaboration.

Running Title: An Index of the FDA and international regulators involved in Project Orbis looking at the similarities and differences
between approval, rejection, and withdrawal characteristics of applications and public transparency of actions.
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1. Introduction

The FDA’s Oncology Center of Excellence (OCE) has
collaborated with multiple international agencies through
Project Orbis in various capacities beginning in May
2019. Currently, those international agencies are TGA,
ANVISA, HC, MTIIR, HSA, SMC, and MHRA. As of
late 2023, EMA and PMDA have participated as Project
Orbis observers, not traditional partners. Although the
FDA, POPs and Project Orbis observers collaborate to
facilitate concurrent submission and review of oncology
products, there are distinctions among the public
transparency of each agency’s regulatory decisions. The
purpose of this review is to index the regulatory language
used to describe the filing, preliminary decision,
approval, rejection, withdrawal, publication status,
timeline of each agency and to provide a comprehensive
review of where and if information can be found in the
public domain. By documenting these differences, this
review serves as a crucial reference for understanding
how regulatory transparency varies and impacts public
access to information. (1)

2. Regulatory Agency Information Pertaining to
Action Transparency

2.1 Australia TGA

In Australia, the TGA uses the term failed to pass
preliminary assessment or not accepted for evaluation for
refused to file applications (applications that cannot move
into the review phase due to missing information) and
these decisions are not disclosed to the public.
Applications for new active substances or new indications
that have passed preliminary assessment and are currently
under review are publicly available. The TGA’s Decision
Delegate (reviewer) provides their intention to approve or
reject an application following the evaluation phase. This
critical document, termed the Delegate’s Overview
summaries the data presented by the applicant after the
evaluation phase, and forms the basis to seek advice from
the expert Advisory Committee on Medicines
(ACM)/Advisory Committee on Vaccines (ACV). The
Delegate’s Overview is made available to the applicant
for feedback, and the applicant’s response is considered
at the expert advisory committee. The TGA delineates
submissions into three categories: approved, rejected, and
withdrawn submissions. When appropriate, these
classifications are generally made publicly available
through the Australian Public Assessment Report
(AusPAR). The AusPAR provides comprehensive
insights into the stage of the submission process leading
up to the approval, rejection, and withdrawal of new
active substances and most new indications. The AusPAR
is published shortly after a regulatory decision is made, or
after withdrawal of the application following the
provision of a response to delegates overview. The
publication timeline depends on public health needs.
Further emphasizing transparency, the TGA updates
monthly a list of new prescription medicine registrations.
A Decision Summary of new active substances is
normally published within 10 calendar days of
registration. If an application is rejected, it is publicly
posted in an AusPAR. Following the TGA’s decision,
applicants have a 90-day window to lodge a “section 60
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review”. If the applicant does not lodge an appeal within
90 calendar days, an AusPAR will be published. If the
applicant does lodge an appeal, TGA will publish an
AusPAR once the review is completed, and a summary of
the review and its outcome will be posted in the AusPAR.
Withdrawals are announced in an AusPAR if the
submission is withdrawn after submitting a response to
the Delegate’s overview within 14 calendar days response
period. If the submission is withdrawn before submitting
a response within the 14 calendar days period to the
Delegate’s Overview, then no AusPAR is released to the
public, and no information is released regarding the
submission withdrawal. (2-6)

2.2 Brazil ANVISA

In Brazil, once a product is submitted to ANVISA, the
existence of an application prior to decision becomes
public on their website. However, the information is
limited. They do not disclose the name of the product and
active pharmaceutical ingredient (API), instead they
display the product by codes until the product is approved
or rejected. Although the product codes are public
information, this is mostly for applicants to be able to
follow their products’ status and allow them to track how
many products are in front of them to be assessed. If any
information is missing during the review of the dossier,
the applicant will receive a clarification request from the
agency. If mandatory documentation is not provided, a
rejection letter may be issued. Each clarification
request(s) must be addressed within 120 calendar days.
Once a decision has been made, it is published in the
Official Gazette for both, approvals and rejections. A
summary of approval decisions is available to the public.
If the decision is unfavorable, applicants can appeal
within 30 calendar days. The appeal office will review the
submitted documents, and in case the rejection is upheld,
the final rejection status is published in the Official
Gazette. If the conclusion calls for a reconsideration of
the decision, the team will make a final decision
considering the information submitted in the appeal file.
This decision whether it is a final approval or rejection,
will be published in two weeks (calendar dates). When a
definitive decision is made, a detailed report is available
on ANVISA’s website. This comprehensive report
provides overall information about the quality, safety, and
efficacy of the product as well as reasons for any
rejection. Withdrawals are possible at any step of the
review process. The status of withdrawal is published, but
the details of the decision are not made public and it
simply becomes an internal administrative update of the
status of the dossier to “withdrawn upon applicant’s
request”. (7-10)

2.3 Canada HC

In Canada, initial feedback during the submission
screening phase may be provided through a Screening
Deficiency Notice (SDN). If not addressed within 45
calendar days, it can lead to a Screening Rejection Letter
(SRL). HC does not provide a formal mechanism for
sharing PD with the applicant or the public. The applicant
may informally request a submission status update from
the appropriate HC review team. Eligible submissions
that are successfully screened and under review are listed
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in the “Submissions Under Review” (SUR) lists until the
submission concludes. Once concluded, the submissions
and their outcomes are publicly available in a list of
completed submissions. HC primarily categorizes
submissions as authorized/approved/positive decision,
negative decision, or canceled/withdrawn. Authorized
decisions result in a Notice of Compliance (NOC) which
is issued following a satisfactory scientific review of the
submission and signifies compliance with the Food and
Drug Regulations in Canada. During review a Notice of
Deficiency (NOD) can be issued when a submission is
found to be deficient and/or contains significant
omissions that preclude continuing scientific review. The
applicant must address the deficiencies/omissions and
submit a response to the NOD within 45 or 90 calendar
days. A Notice of Deficiency-Withdrawal (NOD-W) is
issued if the applicant fails to submit an appropriate
response to a NOD. A Notice of Non-Compliance (NON)
is issued when a submission review has been completed
and is found to be incomplete or non-compliant with
regulatory requirements during the scientific review. The
applicant must address the issues and submit a response
to the NON within 45 or 90 calendar days. A Notice of
Non-Compliance-Withdrawal (NON-W) is issued if the
applicant fails to submit an appropriate response to a
NON. Both NODs and NONSs are interim actions and are
not publicly available, while NOD-Ws and NON-Ws are
final negative decisions. The rationale for the decision
may be published in a Regulatory Decision Summary for
applicable  submissions.  An  applicant-initiated
withdrawal is termed a cancellation. A Cancellation
Acknowledgement Letter is issued when a submission is
voluntarily withdrawn by the applicant during the
scientific review, but prior to issuance of a HC positive or
negative decision. Following a cancellation, the applicant
may resubmit at any time. A Summary of Cancellation
(SC) is published for eligible submissions. The rationale
for eligible HC positive and negative decisions is
available publicly as Summary Basis of Decision (SBD)
and/or Regulatory Decision Summary (RDS) on the Drug
and Health Product Portal (DHPP), either 84 calendar
days or 21 to 35 calendar days after the date of the final
decision, respectively. (11-18)

2.4 Europe EMA

In Europe, a PD called opinion made by the
Committee for Medicinal Products for Human Use
(CHMP) at 210 calendar days of submission is made
available to the public on Friday following the CHMP
plenary meeting. This PD is published on the EMA
website and covers a summary of opinion for approval,
opinion for refusal and questions/answers, and
information on the withdrawal of the marketing
authorization applications. Prior to a final decision, EMA
publishes an updated list of medicines for human use
currently under evaluation on their website each month.
EMA sends the CHMP opinion to the applicant and to the
European Commission. Once the European Commission
(EC) officially reviews the CHMP opinion and issues a
final decision, outcomes such as approval or non-
approval will be published in the Public Health - Union
Register of medicinal products and the Official Journal of
the European Union. The outcomes are termed authorized
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or refused, respectively. After removing commercially
confidential information and personal data, the EMA’s
publishes the European Public Assessment Report
(EPAR) as an information resource containing several
documents including a public assessment report on the
authorized, refused, or withdrawn application
submission. If the medicine is authorized, EMA will
publish on its website the EPAR — including medicine
overview (lay language), the Risk Management Plan
(RMP) summary, the product information, the product
details, the authorization details, and the public
assessment report. The EPAR for authorized and refused
applications will be published within two weeks (calendar
days) of the EC’s decision. EPARs for withdrawn
applications will be published on the EMA website within
three months (calendar days) of receipt of the withdrawal
letter from the applicant. (19-23)

2.5 Israel MTIIR

In Israel, MTIIR conducts a preliminary screening
process of the marketing authorization application to
evaluate its completeness and adherence to Israeli
registration guidelines. If the application is deemed
incomplete, it will be rejected within the preliminary
evaluation process and termed as rejection. The reasons
will be communicated to the applicant and will not be
disclosed to the public. After a comprehensive review, PD
is conveyed through in-principle authorization letters.
These letters, akin to positive opinion decisions, detail the
indication and any post-marketing requirements (PMR).
Although these letters are shared with the applicant, their
content, including the existence of an application,
remains confidential and is not disclosed to the public.
The terminology used for approval is authorized, and the
approval is made public and updated once a month during
the month following the approval. An application that is
not authorized is termed as rejected. Reasons for rejection
are communicated to the applicant and are not made
public. If an applicant decides to withdraw their
application, it is termed as withdrawn, and this is also not
made public. All approvals are published in the Israeli
Drug Registry once a month, specifically in the month
(calendar day) subsequent to the approval. (24-28)

2.6 Japan PMDA

In Japan, the PMDA provides a preliminary review
report to the applicant as non-public information before
finalizing its decision. The PDMA does not publish a
review status of applications. The PMDA’s term for an
approval decision is marketing approval or approval and
is made public. If an application fails to meet the criteria
defined by the Pharmaceuticals and Medical Devices Act
(PMD Act), the approval will not be granted, which
equates to a non-approval. At any point before the final
decision, the applicant has the option to withdraw its
application and these withdrawals will not be publicized.
PMDA’s finalized review report is reviewed by the
Ministry of Health, Labour and Welfare (MHLW) and its
standing committee, the Pharmaceutical Affairs and Food
Sanitation Council (PAFSC), before they decide whether
to grant approval. The PMDA regularly publishes all the
review reports for new molecular entities and partial
changes to existing approved products such as new
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indications or dosages. The PMDA List of Approved
Products publishes with all approvals, including
additional indication expansions and dosages, within one
to two business days following approval. (29-32)

2.7 Singapore HSA

In Singapore, the HSA screens applications within 50
business days upon receipt of the application. During this
time, the HSA reviews the dossier for completeness and
determines whether the application will be accepted or
not. If the application is refused to file, it is called not
accepted for evaluation. HSA do not disclose the
existence of application. Regarding regulatory decisions,
applicants are informed of one of the following outcomes:
approval/approvable or non-approvable/rejection. For an
approvable application, the application becomes
approved once the applicant adequately responds to
minor deficiencies. An application may be termed non-
approvable if it contains major deficiencies. A rejection is
issued if the response fails to address the major
deficiencies in the HSA’s non-approvable decision. This
decision is final and is not in the public domain. The
withdrawal process happens if an applicant fails to reply
within the given timeframe after an approvable or a non-
approvable decision. Once withdrawn, the application is
officially closed, and this is not publicly disclosed. Upon
approval, the product is simultaneously added to the
public on the Register of Therapeutic Product. The HSA
publishes summary reports of benefit-risk assessments for
newly approved drugs. Furthermore, the list of new drugs
and indication approvals are published on a Listing of
Approvals and Post-registration Actions website monthly
(business day). (33-36)

2.8 Switzerland SMC

In Switzerland, SMC offers a private PD to the
applicant, prior to an official decision. There is no other
terminology for PD. SMC also publishes the submitted
applications within 30 calendar days of the formal control
(filing period), which is in the next issue of the
Swissmedic Journal. Until the official decision is
determined, no further publication is made concerning the
status of the applications. Upon review, if the application
is refused to file it is termed formal objection. The
approval process is termed market authorisation. A non-
approval at SMC is termed rejected. The decision to
approve or reject a marketing authorisation application
(MAA) is made public through the Swiss Public
Assessment Report (SwissPAR) and the Swissmedic
Journal. The SwissPAR is a summary evaluation report
for all human medicinal products with a new active
substance, including transplant products. There are
additional supplementary reports for approved or rejected
applications that relate to indications extensions.
Additionally, SMC publishes a condensed version of the
SwissPAR, known as the Public Summary SwissPAR.
The Public Summary SwissPAR is intended to make
SMC's authorisation decisions transparent to the wider
public and announces relevant information on medicinal
products. If an applicant has withdrawn that application,
it will be published in the Swissmedic Journal including
limited information. An important caveat to note is that
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most of the time an applicant chooses to withdraw an
application after a negative PD, which will then not result
in a public rejection since the application is withdrawn. If
no appeal against the official decision on authorisation or
rejection has been filed within the permitted time limit of
30 calendar days, the publication timeline from regulatory
decision to publication in the SwissPAR is 60 calendar
days. SMC publishes the Public Summary SwissPAR no
later than 60 calendar days after publication of the
SwissPAR on its website. (37-39)

2.9 United Kingdom MHRA

In the United Kingdom, MHRA can invalidate an
incomplete application before any assessment has started
and this is not made public, which is called invalidation.
MHRA does not disclose the existence of an application
under evaluation. During assessment of the application,
MHRA share their PD via the Request for Information
(RFI) action, but this is also not made public. There are
multiple terminologies for an approval which are
marketing authorisation (MA) granted, granted with
conditions, exceptional grant (MA under exceptional
circumstance), conditionally granted (conditional MA),
or variations granted. Once the decision is made, it is
published in the Public Assessment Report (PAR). There
is no statutory timeline, but MHRA aims to publish within
60 calendar days after approval. For new active
substances Mas, a public announcement is made on the
day of grant and the PAR is published within 30 calendar
days. MHRA may also publish a Safety Public
Assessment Report following the assessment of a
significant safety issue. An application that is a non-
approval is termed as refused and the withdrawal is
termed as withdrawn. Both decisions are not made public.
(40-47)

2.10 United States FDA

In the United States, the FDA conducts a filing review
to assess the completeness of an application within 60
calendar days of submission. If an application is deemed
incomplete, a refuse-to-file (RTF) letter is issued to the
applicant which is not publicly available. The approval
and withdrawal terminology are the same, but non-
approval is termed a complete response and a letter will
be provided to the applicant if the FDA determines that
the application is not approved. Although approval is
made public, the FDA will not publicly disclose the
existence of an application or abbreviated application
prior to an approval letter or tentative approval letter is
sent to the applicant, unless the FDA decides to bring a
marketing application to an Advisory Committee. Both
complete response and withdrawal are not made public.
In general, the FDA publishes new approvals through
Drugs@FDA within two business days of approval,
which includes information about drugs approved for
human use in the United States. The database does not
include information about FDA-approved products
regulated by the Center for Biologics Evaluation and
Research (CBER), which may include vaccines, cellular
and gene therapy products or blood products. Products
regulated under CBER are posted in the Purple Book
database and CBER biological approvals website. (48-55)
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Table 1 (a). Summary of Each Agency Information
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Parameters TGA ANVISA HC EMA MTIIR
Public Terminology Public | Terminology | Public | Terminology | Public | Terminology | Public | Terminology
Refuse to File No Fail to pass preliminary N/A N/A No SDN; SRL N/A N/A No Rejection
assessment /not accepted
for evaluation
Preliminary Decision N/A N/A N/A N/A N/A N/A Yes Opinion No In-principle
made by the authorizatio
CHMP: n letter
Approval -
Summary of
Opinion;
Negative
Opinion -
Refusal
Q&A
Approvals Yes Approved submission Yes Approval Yes Authorized, Yes Authorized Yes Authorized
Approved,
Positive
Decision,
Notice of
Compliance
Non-Approvals Yes Rejected submission Yes Rejection Yes Negative Yes Refused No Rejected
Decision,
Notice of
Non-
Compliance
Withdrawals Yes Withdrawn submission Yes Withdrawal Yes Cancellation Yes Withdrawn No Withdrawn
Disclose the status of an Yes Yes Yes Yes No

application prior to
decision
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Parameters TGA ANVISA HC EMA MTIIR
Public Terminology Public ‘ Terminology | Public | Terminology | Public | Terminology | Public | Terminology
Publication AUSPAR,; Official Gazette — Drug and health Public Health — Union | Israeli Drug Registry
Decision Summary; Regulation of products; product SUR; SBD; Register of medicinal
Prescription medicines registration Official Gazette - RDS; DHPP products and the
webpage, Queries Official Journal of the
TGA guidance and resources European Union;
webpage EPAR
Publication Timeline Approvals: Depends 2 weeks (cd) 84 cd or 21 to 35 cd CHMP: Withdrawal, | Updated once a month
from decision after the date of the positive or negative (cd) during the month
Rejections: Sponsor is allowed 90 final decision and/or opinion of following the approval
cd to appeal the decision. If no cancellation Application: Friday
appeal is made, the AusPAR will be following next CHMP
published. If an appeal is made, the plenary
outcome of the appeal will be EPAR:
included in the AusPAR Approvals and
Refusals: 2 weeks (cd)
WD: Depends. An AusPAR is only after the EC decision
published if the submission is Withdrawn EPAR:
withdrawn after the due date for the Within three months
sponsor’s response to the Delegate’s (cd) of receipt of
Overview withdrawal letter
Table 1 (b). Summary of Each Agency Information
Parameters PMDA HSA SMC MHRA FDA
Publi | Terminology | Public Terminology Public Terminology Public Terminology Public | Terminology
c
Refuse to File N/A N/A No Not accepted No Formal objection No Invalidation No Refuse to
for evaluation File
Preliminary No Review N/A N/A No Preliminary No Request for Information N/A N/A
Decision report Decision

e-1SSN: 2321-6794 [60]
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Parameters PMDA HSA SMC MHRA FDA
Public | Terminology | Public Terminology Public Terminology Public Terminology Public | Terminology

Approvals Yes Marketing Yes Approval/ Yes Market Yes, for Marketing Yes Approval

Approval Approvable Authorisation Marketing Authorisation/

(Approval) Authorisation Granted, Granted with
conditions, Exceptional
Grant, Conditionally
Granted; Variations
Granted

Non-Approvals Yes Approval not No Non- Yes Rejected No Refused No Complete

granted approvable/ Response

Rejection
Withdrawals No Withdraw No Withdrawal Yes Withdrawn No Withdrawn No Withdraw
Disclose the No No Yes No No
status of an
application
prior to decision
Publication Review report (with Register of Therapeutic SwissPAR Public Assessment Reports Drugs@FDA
MHLW’s decision on Product; Summary SwissPAR Purple Book
approval); Listing of Approvals and Swissmedic Journal
PMDA List of Post-Registration Actions;
Approved Products Summary Report of
Benefit-Risk Assessment

Publication 1-2 bd after the Upon an “approval” SwissPAR: 60 cd No statutory timeline, aim to publish with 2hd
Timeline from approval regulatory decision the Summary SwissPAR: 120 60 cd; Within 30 cd for a new active
decision product will be

simultaneously listed on
the Register of
Therapeutic Product
A list of products
approval and new
approved indication will
be published monthly (bd)

cd (60 cd after publication
of the SwissPAR)
Swissmedic Journal: the
following month (Journal
issued every month) and in
the corresponding list
(updated every month)

substance marketing authorisation

e-1SSN: 2321-6794
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Product Submission by
Sponsor/Applicant

Logistical/Administrative
Filing Processing

Does not meet
requirement for
submission and will not
move to review phase*

Meets requirement for
submission and product
moves to the Review
Phase (Under Review)

Non-Public Information Public Information Non-Public Information Public Information

TGA, HC, MTIIR, HSA,
SMC, MHRA, FDA

MTIIR, PMDA, HSA,
MHRA, FDA

TGA, ANVISA, HC, EMA,
SMC

Non-Public Information Public Information Non-Public Information

Withdrawal and
Rejection: MTIIR, HSA,
MHRA, FDA Withdrawl:

PMDA

All actions: TGA*, ANVISA, HC,
EMA, SMC
Approvals: MTIIR, HSA, MHRA,
FDA
Approval and Rejection: PMDA

MTIIR, PMDA, SMC,
MHRA, HSA

Figure 1. Hierarch of Terms

+ These agencies do not have formal refuse to file pathways: ANVISA, EMA, PMDA
# Not applicable to TGA, ANVISA or FDA. These agencies do not offer a preliminary decision to the sponsor/applicant.
* TGA: If the submission is withdrawn within the 14-day period to the Delegate’s Overview, the details are not disclosed

to the public
3. Discussion:

The focus of this paper is to deliver the information
from the different agencies into one concise location to use
as a reference. Transparency decisions vary throughout all
international regulatory agencies, and those have their
own positive and negative potentials. Increased
transparency has been found to gain more trust amongst
applicants and regulatory agencies. However, this increase
could also lead to confusion and misinterpretation.
Therefore, the difference in transparency between each
international regulatory agency has been expected. (56-
60)

TGA, HC, MTIIR, HSA, SMC, MHRA and FDA have
an initial refuse to file mechanism for incomplete
submissions which all are not disclosed to the public.
TGA, EMA, MTIIR, PMDA, SMC, and MHRA have
preliminary decisions that are issued to the applicant
before official action is taken on an application to give the
applicant a chance to respond to the agency’s planned
action. Only EMA publishes the CHMP preliminary

e-ISSN: 2321-6794
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decision(s) to the public. All approvals at each agency are
publicly posted but have different terminologies, such as

EMA and MTIR’s authorized, HC’s positive
decision/authorized/approved, TGA’s approved
submission, and MHRA’s and SMC’s marketing

authorisation. TGA, ANVISA, HC, EMA and SMC
disclose the existence of an application under review, but
MTIIR, PMDA, HSA, MHRA, and FDA keep the status
of an ongoing review confidential. Most agencies’ non-
approval term is rejected submission or rejection; whereas
HC uses the term “negative decision”, PMDA uses
“approval not granted” and FDA uses the unique term
“complete response” which refers to the complete
response letter sent to the applicant informing them of
their non-approval. All rejections are publicly available
for TGA, ANVISA, HC, EMA, PMDA, and SMC. The
agencies that do not disclose rejections publicly are
MTIIR, HSA, MHRA and FDA. All agencies use the term
withdrawn or withdrawal, except for HC which uses the
term cancellation for applications that the sponsor decides
to rescind from submission. The agencies that disclose
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withdrawn applications during the drug review publicly
are TGA, ANVISA, HC, EMA, and SMC. The agencies
that do not disclose applicant withdrawn applications
publicly are MTIIR, PMDA, HSA, MHRA and FDA.
Each agency has a place where they publish certain
information publicly at given timelines after regulatory
action has been decided. Overall, the agencies differ in
having their own sets of published reports, websites, and
publication timelines after regulatory action. The common
denominator for all agencies is that all approvals are
publicly posted.

4. Conclusion

The FDA, POPs and Project Orbis observers
collaborate to facilitate concurrent submission and review;
however, there are distinctions among the public
transparency of each agency’s regulatory decisions.
Therefore, the purpose of this paper has been to describe
the different regulatory decisions and terminologies
associated with each international agency to serve as a
crucial reference for applicants and regulatory agencies’
understanding. An aim was to examine the nhomenclature
and public availability of the different actions that a
regulatory agency can take and guide to impact public
access where those actions could be found in the public
domain.
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