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This abstract explores the integral role of Periodic safety update reporting in the post-
marketing surveillance process, highlights the challenges faced by marketing
authorization holders in compiling and submitting these reports to Repository, and
examines the harmonization of requirements across Europe Union. Pharmacovigilance
has grown in breadth throughout time as a result of the realisation that a systematic
strategy is necessary to monitor and improve the safe use of medications. Aggregate
reporting plays a crucial role in assessing the benefit/risk ration of a medicinal product
throughout its lifespan. It is frequently not enough for marketing authorisation holders
to thoroughly evaluate the benefit/risk profile and obtain a complete understanding of
the safety features of a pharmaceutical product. Therefore, periodic examination and
analysis of cumulative safety data from several sources is required. The results are
subsequently sent to regulatory bodies in the form of aggregate reports. Periodic Safety
Update Reports playing a critical role in the ongoing assessment of medicinal products
after they have been authorized for use. These reports are designed to provide regulatory
authorities with a comprehensive, cumulative review of safety data, including adverse
drug reactions, emerging safety signals, and evolving risk factors. This report
contributes significantly to ensuring patient safety and public health by enabling timely
interventions, such as label modifications, risk minimization strategies, or even market
withdrawal, when necessary. This study emphasizes the importance of continuous safety
monitoring and the adaptation of regulatory processes to keep pace with emerging safety
data.

INTRODUCTION

unplanned reports, regulatory bodies, hospitals,
and clinical trials. Each of these reports needs to

The first step in pharmacovigilance activities is e ranked and verified for a causality relationship
Getting safety information from a range of to the product before being added to the
sources, including published journal papers, pharmaceutical safety database. Following that,
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each safety report is stored in a drug database.
Furthermore, each of these data—either alone or
as part of aggregate reports must be provided to the
appropriate regulatory agencies and interested
parties during the allotted time periods.

There are two kinds of aggregate reports across
globe:

1. Pre-approval aggregate reports: Lately
development safety update report (DSUR)
replaced Annual safety reports and IND
annual reports.

2. Post-approval aggregate reports: Periodic
safety update report / Periodic benefit risk
evaluation report / Addendum to clinical
overview in Europe and Periodic adverse drug
evaluation report in United States®.

The Pharmaceutical product is only approved if
the advantages outweigh the hazards. This
equilibrium is accurate at a certain time gap but
may alter once the product is in the market owing
to a high number of patients, concurrent drugs and
disorders, long-term exposure, confounding
variables, and uncontrolled situations. As a result,
several drugs that initially showed great success in
many patients were later discovered to have severe
side effects, leading to their removal from the
market. Therefore, it is crucial to routinely
reevaluate the balance to make sure it stays
favourable in order to improve patient health. The
Periodic re-examination is given in a file called a
“periodic safety update report”/PADER/PBRER,
during the post authorization phase?.

Changing of balance between Benefit and Risk
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Periodic Safety Update Report:

Prior to 2012, PSUR filings followed a
standardized schedule: every 6 months for the first
2 years of market knowledge, then annually for the
next 2 years, and finally every 3 years®. Because of
the EU Pharmacovigilance policy, the EMA
created and published the first version of the
EURD list in 2012. The frequency of PSUR
submissions for authorised active ingredients and
active ingredient combinations across the EU was
included in this list. The EURD list was developed
with the intention of standardising data lock points
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(DLPs, the deadline for records to be entailed in a
PSUR) and the intervals of PSUR submissions for
the same active ingredients and combination of
them in order to facilitate a single EU assessment
of the risk-benefit equilibrium of an active
ingredient based on all available inputs. MAH are
required to deliver relevant PSURs in accordance
with the guidelines outlined in the "EURD list" for
products that contain active ingredient and
combinations of them?* The list is sorted in
alphabetical manner. The risk-based methodology
outlined in the Guidelines determines how
frequently PSURs must be submitted, and
considers the following prioritization criteria:
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1. Details on potential hazards or advantages
that might affect public health;

2. New goods that are being monitored more
closely or for which there is currently little
safety data attainable (including pre- and
post-authorization experiences);

3. Notable modifications to the product (such
as a newly approved indication or a new
medication form or delivery method that
increases the number of patients exposed);

4. Patient groups that are vulnerable or
understudied, lacking knowledge that was
not accessible at the time of authorisation
(such as pregnant women or children), and
that are likely to be revealed in the post-
authorization context;

5. Indications or possibilities of abuse,
prescription errors, overdose danger, or
dependence;

6. The scope of the safety database and the
product's accessibility.

Data sources used to
prepare
EURD list

The list is updated monthly by EMA. You can also
download the latest list through the
https://www.ema.europa.eu/en/documents/other/li
st-european-union-reference-dates-eurd-
frequency-submission-periodic-safety-update-
reports-psurs_en.xIsx.

Information significant for the submission of
Periodic safety update report

If a fixed pair ingredients are not present in the
EURD list, the MAH should notify the agency.
PSURSs should not be deliver using the EURD list
item for one or more individual components of the
fixed dosage combination.
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“Any change in these criteria for a given substance
may lead to an amendment of the respective entries
in the EURD list (e.g., increase or decrease of the
frequency for PSUR submissions)®” While other
MAHSs have authorised an active ingredient in
multiple Member States, MAH "X" only has a
medicinally approved product in one Member
State. Additionally, MAH "X" ought to adhere to
the EU PSUR single evaluation procedure and the
EURD list.

MATERIALS AND METHODS

The EURD list gives information on following:

Frequency submission;

DLP;

Submission date;

“Requirements for the submission of
PSURs for generic, well-established use,
homeopathic and traditional herbal
products”.

HowbdpE

“Eudravigilance Medicinal
Product Dictionary
(EVMPD)

PSUR Work Sharing (WS)
Synchronisation lists™

To streamline the submission process, each entry
and procedure in the EURD list is given a unique
procedure number, structure is as follows:
“PSUSA/00000000/YYYYMM”, where
“PSUSA” denotes a single PSUR assessment
procedure, the eight-digit number represents a
unique identifier for a specific entry in the EURD
List,and "YYYYMM" corresponds to the year and
month of the Data Lock Point as published in the
EURD list. The MAH should notify the Agency if
a certain fixed combination medication is not
Present in the EURD list?®,

Principles for the preparation of PSURS
(VIL.B.3)
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The marketing authorization holder is required to
prepare a single PSUR for all medications that
contain the same active ingredient, unless
instructed  differently by the appropriate
authorities. Regardless of whether the products are
approved under various names or through different
processes, this report must include all approved

indications, dosage forms, methods of
administration, and dosing schedules. If
applicable, information unique to a certain

indication, dosage form, administration method, or
dosage schedule needs to be included in a new
PSUR heading, with safety issues handled
appropriately. Separate PSUR preparation might
be deemed appropriate in certain circumstances,
such as when there are several formulations for
completely different indications. In certain
situations, prior consent from the appropriate
authorities should be sought, preferably at the time
of authorization. The reference product details
should include a comprehensive list of all
authorized applications across ICH countries or
regions. Depending on the preference of the MAH,
if the PSUR is also submitted to other nations
where additional indications have been approved
locally, these may be included in the reference
product detail or supplied separately as a regional
appendix. Any substantial revisions made during
the submission period must be clearly outlined in
PSUR Section 4 ("Changes to the Reference
Safety Information™) and, if relevant, further
addressed in PSUR Section 16 ("Signal and Risk
Evaluation”) Such revisions may encompass:

« Contraindications and warnings/precautions
sections have been updated;

» Adverse effects and interactions have been
added;

» Significant new information on overdose
usage has been included; and

» An application or other restrictions have been
removed for safety or ineffectiveness reasons.

A clean copy of every version of the “reference
product information” that was in force at the
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conclusion of the reporting timeframe (for
example, for various dosage forms included in the
same “PSUR”) must be supplied by the MAH as
an appendix to the PSUR. A PSUR created for a
generic product should adhere to the format and
content defined in GVP Module VII°,

Repository

All MAHs operating within the European Union
(EU) are required to submit PSURs for human
pharmaceuticals directly to the “PSUR repository”
as of June 13, 2016. This implies that businesses
should no longer send PSURs to NCAs directly
and instead use the repository as a central location
for all submissions. Direct, secure access to the
repository is available to National Competent
Authorities (NCAs). All users should register
using the self-registration feature ahead of they
may submit a PSUR to the PSUR repository either
the eSubmission Gateway or Web Client. PSURs
have to be submitted as either a non-eCTD
electronic submission (NeeS) or an Electronic
Common  Technical Document  (eCTD).
Submissions of PSURs in any other format will be
refused and cannot be published to the PSUR
repository.

eCTD Format Includes:

1. Cover Later
2. PSUR Document (Responsibility of MAH)

The Repository screen is divided into five
sections:

3. Section 1: Regulatory activity

4. Section 2: Elements of procedurel

5. Section 3: Formulation choice

6. Section 4: Elements on Updated RMP (CAP

only)
7. Section 5: MAH contact details.

Flowchart of submission:

The submission of PSUR is not only publishing the
eCTD sequence!
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1. Which documents you need for submission:
Cover letter- format given by EMA
PSUR document- Prepared by MAH using PV
databases (e.g. Argus/ Pvedge)

2. eCTD Sequence publishing:
Using knowledge net software/ any other
software

3. Submission on PSUR Repository

RESULT AND DISCUSSION

Home Master Project Submission

utility

eCTD Sequence publishing:

In any eCTD publishing PSUR is never been
submitted in initial submission because it is a part
of post authorization phase. That is why we have
to freeze the old sequence and then publish it as a
fresh for next sequence. For freezing the old
sequence, you have to click on submission in that
click on publish and submit, find your project in it
and click on confirm to freeze it.

User Logout

Adm|n1

1 0187 0039 Product Correspondence

2 0209 0039 Product Correspondence |5

¥ - - Confirmed -.:_:.‘ Download  Get Si

Figure 1: Publish and submit interpha_se in eCTD software

Add cover letter in m1 select specific country and
repeat the node, add PSUR document in
Additional data section if country or procedure
specific otherwise add it to m536 with appropriate
naming, The naming of the leaf element in m536
shall indicate the number of the PSUR or the

= EU-eCTD-v3.0.1

period covered. After document uploading clear
your work from my pending work. Publish the
sequence by adding submission and publishing
details.

= | m1-administrative-information-and-

= | ml-eu

= | m1-0-cover
SB specific|

[country]-cover.pdf

m1-3-pi

S S e e B R S B e e S S

m1-2-form

ml-4-expert
m1-5-specific
m1i-6-environrisk
m1-7-orphan
m1-8-pharmacovigilance
m1-9-clinical-trials
m1-10-paediatrics
m1l-responses

+ mi-additional-data
Figure 2: EU Module 1 in eCTD software
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For CAPs, the proposed product information
should also be submitted to Module 1.3.1 of the
eCTD. It should be presented as a tracked change
version of each EU SmPCs and package leaflet of
the products concerned and each product
information should be translated into English
language including the tracked changes proposed,
in order to enable the EU single assessment. This
can result in having to submit a large number of
sets of tracked change product information with

the additional burden of providing translations.
Hence MAHSs can consider the option to focus on
the proposed amendments to SmPC and package
leaflet. In such case, only the amended parts of the
SmPC and package leaflet should be provided in
track changes and in English language under the
EU regional appendix. Where the proposed
changes are not based on the data submitted within
the PSUR, these will not be considered, and a
variation will have to be submitted as appropriate
to the relevant national competent authority.

Country
FR-ANSM v

Regional Version

Agency Name

France v

Tracking Number [000000000

Specify following details for EU-Regional

uuID [087ac796-5cae-468a-a524

High Level Number |

Applicant [ELOA -PHARMA

Procedure Type

national v

Invented Name

| VALPROATE-DE-SODIUM-]

INN |Sodium valproate

Submission Description |

Figure 3: Submission detail interphase in eCTD software

Submission Type | Marketing Authorisation

vl

Submission Description |Initia| National Submission - MAA

Submission Unit Type

|Imtia| submission to start any regulatory activity v

Select Mode v

Include RMS(France) @ Yes  No

Submission Mode

Tracking Number [000000000

Select CMS [No CMS country Added for this Project

O Add Tracking Table In PDF

Current Sequence No. 0000

Related Sequence No. No Related Sequences Found |

Date Of Submission |2024/12/19 |(YYYY/MM;’DD)
Transmission Media Web v

Figure 4: Publish and Submit interphase in eCTD software
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Submission type:"

[ Subject to or related to a single assessment

Submission unit :*  initial

*Denctes mandatory fiekis

EU-Single assessment

Procedure number:" Submission deadline: Data lock point:

PSUSA/00000109/201903 09/06/2019 Mar 2019

1 ;
Active substanca: alprazolam Tl e o Bera e der ey pecked

Rapportaur name: Adrien Inoubli From: * 11/03/2016

Rapporteur country: France To: 11/03/2019

B No

Work on a group of associated submissions?

Submission format:” «CTD Select products: * Create sequence JILi]

Confirm RMP is direct result of data in the PSUR?

o ves

Enter RMP version number:™

Contact e-mail: address

Generata delivery file

Enter emai

Section
Five

Section
One

Section
Two

Section
Three

Section
Five

PSUSA

When the
the screen

P -
Submission type:

7 Subject to or related to a single asse

initial which will

"Denotes mandatory fields
EU-Singl Ssessment

Submission deadline:

Submission unit =%

deadline a

Procedure number:* Data lock point:

Enter pro Submission deadline Data lock point

cedure No

Active substance:

Rapporteur name: From: *

Rapporteur country: To: *

If the checkbox unselected (i.e.
Submission type:*  PSUR
™ Subject to or related to a single assessment

Submission unit :*  initial

*Denotes mandatory fields

Non-EU single assessment /

Member state ™ Data lock point -~

- DLP (dd/mm/yyyy) =

Select country

Figure 5: Repository interphase

If you have missed the submission deadline, please
always request a Late Submission ID via the EMA

INTERNATIONAL JOURNAL OF PHARMACEUTICAL SCIENCES

checkbox is selected
will allow the user

to fill in the Procedure number

automatically

display the submission

nd Data Lock Point

Override default coverage period

om (dd/mmjyy

submission type is not subject to or related to a single assessment):

When checkbox is
cleared the screen will
change to allow the user
to fill in the Member
State and Data Lock
Point (DLP) for the local
national competent
authority assessment

Service Desk. Late submissions must not be
submitted using submission unit ‘response’.
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Submission deadline (17/02/2020) has passed for the procedure number:
PSUSA/00000316/202003.

Late submission id:

*Please request late submission ID from the Service Desk https:/ /servicedesk.ema.europa.eu

Figure 6: Late submission ID phase

If you want to group together associated PSUR covering multiple products that have
submissions i.e. you have created just one single  different eCTD sequences.

Work on a group of associated submissions? No

Work on a group of associated submissions? ‘ Yes

Use existing or create new:" Group ID (digits only ] New group 1D

Figure 7: Group working interphase

Generate a ‘New Group ID’ or use one you have
previously generated and noted down if one of the
submissions for associated products has failed.

Submission format:” aeCTD -

eCTD
NeeS

Figure 8: Submission format

Click ‘Create sequence’ to display the list of Substance(s) based on the procedure number from

products  containing the relevant active the EURD list.

S— o

Figure 9: Sequence Creation
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The system will display a list of products that are
included in the procedure and that containing the
relevant active substance(s). The products are

MAH name Product full name

ALMIRALL HERMAL GMBH Actikerall 5 mgfg + 100 mofg Cutane
ALMIRALL HERMAL GMBH Actikerall, kutanoplzsning

ALMIRALL HERMAL GMBH Actikerall-Almirall 5 mg/g + 100 mg/

ALMIRALL HERMAL GMBH Actikerall® 5mg/g + 100 mg/g Losun.

ALMIRALL HERMAL GMBH Actikerall 5 mgfg + 100 mg/g odos ti.

ALMIRALL HERMAL GMBH Actikerall 5 mofg + 100 ma/g hidlau...
a'.\L(HIRAL_ HERMAL GMBH Actikerall 5 maf100 mara uz adas liet..

Tntal Trams: 27

Product Selection

*
Sequence number:

presented with all presentations,
formulations.

strengths and

Figure 10: Product selection

Only one sequence number can be entered per
product selection window.

Contact E-mail:

Drug ingredient Country... Autherisation no. EV Code EMEA produ
SALICYLIC ACID, FL UK PL 33016/0015 PRD28G295 DE/ 4,-'2645A
FLUOROURACIL, SAL.. DK 50061 PRDB12745 DE/H/2645
SALICYLIC ACID, FL.. | EV 86622.00,00 PRD25A339% DEfH/3523
FLUQROURACIL, 5AL.. | LU 042311060001 PRD257335 DE/H/2645
SALICYLIC ACID, FL.. | LT LTf1/13/3377 001 PRD1166450 DE/H/3523
FLUGROURACIL, SAL.. | IS 15/1{13/020/01 PRD1166278 DE/H/3 523V
FLUCROURACIL, SAL... | LV 13-0058 PROE04312 DEH.-'Z)'545
o

Figure 11: Contact e-mail

Enter email address of the person who is the
responsible contact for the PSUSA procedure.All
relevant correspondence will be sent to this email

address. Click “Generate Delivery File” and save
the file to your local machine.

Generate Delivery File

filename deliery

Sveastype IXML Docment

Hide Folders

Sane | Cincel .

Figure 12: Create delivery file screen

Add the delivery file to the submission ZIP file
package on the root level. For eCTD submissions
for CAPs and NAPs that do not have harmonised
lifecycle, only one product (with all its
presentations) can be selected.
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The process of Preparation to Submission of
periodic safety update reports is completed. After
successful submission the applicant will receive an
acknowledgement through Repository.
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CONCLUSION

The project highlights the importance of PSURs in
the ongoing assessment of drug safety and
regulatory compliance. It underscores both the
impact of effective PSUR reporting on public
health and regulatory decisions, as well as the
significant challenges in ensuring accurate, timely,
and globally compliant reporting to Repository.
Addressing these challenges is essential for
improving the drug safety monitoring process and
ultimately protecting patient well-being. PSURs
help authorities make informed decisions about the
ongoing safety of drugs. The impact on regulatory
actions, such as approvals, suspensions, or
additional warnings, is a central focus. PSURSs
require considerable effort and resources to
compile. This includes collecting adverse event
data, interpreting results, and ensuring the safety
of marketed products. Additionally, there are
complexities in managing the volume of safety
data, which can lead to delays and inefficiencies in
reporting. Future advancements will likely focus
on streamlining processes, incorporating real-time
data, and ensuring that safety reporting aligns
more seamlessly with global standards, ultimately
enhancing drug safety surveillance and patient
protection.
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