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This manual aims to guide the appropriate use of this system for reporting Suspected
Unexpected Serious Adverse Reactions (SUVIDA).

SUSAR) of medicines and biological products in the context of clinical trials for registration
purposes, under RDC 945/2024.
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1. INTRODUCTION

The VigiMed Empresa User Manual is intended for all sponsors and ORPCs that
are conducting clinical trials in Brazil and aim to introduce VigiMed
Companies and guide the appropriate use of this system for reporting reactions

adverse reactions of drugs and biological products, in compliance with the Board Resolution

Collegiate — RDC n° 945/2024 and its updates and other recognized guides

internationally.

VigiMed is the Brazilian name given to the Vigiflow system, used by the World Health Organization.
Health (WHO) for receiving adverse event reports and provided by

Uppsala Monitoring Centre (UMC) - WHO-linked centre that operates the Programme

International Drug Monitoring System.

The VigiMed system was adopted by Brazil in December 2018 initially to

receipt of notifications of adverse events related to medicines and vaccines

already registered in Brazil. At the time, the Citizen and Professional Module was made available
Liberal Health (eReporting) and in March 2019 the VISAS and Services Module was implemented
Health (VigiFlow) which has been gradually replacing Notivisa. Finally, the Health Module

Enterprise (eReporting Industry) was made available in October 2020.

As of February 2021, VigiMed has also been adopted for receiving
of reports of serious adverse events (SAEs) occurring during the conduct of trials

clinical, as established in RDC No. 09/2015, in force at the time, in gradual replacement

to NotivisaEC.

Some advantages of using VigiMed Empresas are: structure compatible with the

internationally harmonized standard in the ICH E2B Guide and adopted by Anvisa; use of

dictionaries for standardization of terms, such as MedDRA (Medical Dictionary for Regulatory

Activities - Medical Dictionary for Regulatory Activities) and WHODRUG (Medical Dictionary for Regulatory Activities)
WHO drugs), even for those that will not be imported in the ICH E2B XML format;

inclusion of additional information in the attachment; and stability of the connection to the service when logging in

and at no cost to users.



https://anvisalegis.datalegis.net/action/ActionDatalegis.php?acao=abrirTextoAto&tipo=RDC&numeroAto=00000945&seqAto=000&valorAno=2024&orgao=RDC/DC/ANVISA/MS&codTipo=&desItem=&desItemFim=&cod_menu=1696&cod_modulo=134&pesquisa=true
https://anvisalegis.datalegis.net/action/ActionDatalegis.php?acao=abrirTextoAto&tipo=RDC&numeroAto=00000945&seqAto=000&valorAno=2024&orgao=RDC/DC/ANVISA/MS&codTipo=&desItem=&desItemFim=&cod_menu=1696&cod_modulo=134&pesquisa=true
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Data sent post-marketing by VigiMed Empresas feeds the database

of VigiBase. This makes it possible to monitor the safety of medicines

registered and under research in Brazil with the help of analytical data management tools

for detecting signals qualitatively and quantitatively, against national and global data,

as information is shared more quickly with the WHO, aiming at

strengthening global pharmacovigilance. Sharing data with WHO,

Vigibase currently only uses information received by GFARM, that is,

from notifications of events occurring with already registered medicines.

VigiMed Empresas provides two interfaces that can be used at the discretion of the
sponsor [Sponsors, Researcher-Sponsor and Representative Organization of
Clinical Research (ORPC)]: one for manual entry of notifications and another for
import of XML files, both following the ICH E2B Guide standard. Through them,

Drug Registration Holders may notify Anvisa of cases of events

serious adverse events (expected and unexpected) involving their products (medicines and
vaccines), as provided for in the Resolution of the Collegiate Board - RDC No. 406/2020 and its

updates; and Sponsors of clinical trials conducted in Brazil may report

SUSARS - Suspected Serious Unexpected Adverse Reaction occurring in Brazilian territory,

in accordance with the provisions of RDC No. 945/2024.

The ICH E2B(R3) Guide aims to promote the harmonization of data elements

for notification when creating a standard for the electronic transmission of information between
databases on a global scale. This is necessary due to the large number of

potential participants for the exchange of safety information relating to the use of

medicines. The success of this transmission depends on consistent interpretation and

uniform common data elements and transmission procedures

standardized. Therefore, the company must follow the guidelines of the ICH E2B Guide to perform

a quality notification on VigiMed.



https://www.in.gov.br/en/web/dou/-/resolucao-de-diretoria-colegiada-rdc-n-406-de-22-de-julho-de-2020-269155491
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Important!

The ICH E2B (R3) Guide is the Implementation Guide for Electronic

Transmission of Individual Case Safety Reports (ICSRs) - E2B(R3) Data Elements
and Message Specification, available that ICH page:

https://www.ich.org/page/efficacy-guidelines

This Manual details how to carry out each of these notifications - initial, follow-up,

of change or cancellation - either by manual entry or by importing an ICH XML file

E2B.

Throughout this document, the term sponsor will also be used to refer to
Investigator-Sponsor, Clinical Research Representative Organization (CRPO), companies
third parties specialized in adverse event submission or regulatory consultancy

(they will also be considered as representative of clinical research and may receive
delegation to report SUSARS). Therefore, this document is intended for all

sponsors who are conducting clinical trials in Brazil and aims to introduce VigiMed

Companies in order to guide the proper use of the two interfaces.

2. SETTINGS

\ViaiM o . E‘ N . ‘,l".MedDRA . .

1° passo 2* passo 3% passo 4° passo

Login no Configurar o Adicionar a Realizar

Sistema Idioma do licenga notificagGes
Usuario MedDRA

2.1. SENDING NOTIFICATIONS BY VIGIMED COMPANIES

The sponsor can use either the Manual Entry or the Import interface.

ICH E2B XML to report SUSARs with drugs and biological products that

occurred in clinical trials.



https://www.ich.org/page/efficacy-guidelines
https://www.ich.org/page/e2br3-individual-case-safety-report-icsr-specification-and-related-files
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In the case of experimental drugs and biological products for submission purposes

regulatory, it is mandatory for the sponsor to notify SUSARs, according to art. 64 of the RDC

No. 945/2024. Aggregated data from all other adverse events that are not

categorized SUSARSs should be systematically evaluated by the sponsor or Committee

Independent Security Monitoring, where applicable, and the results of this

evaluation must be submitted to Anvisa in the Safety Update Report of

Development of Experimental Drugs, as provided in RDC No. 945/2024, or

whenever requested.

As determined by art. 70 of RDC No. 945/2024, the researcher must inform the sponsor
about serious adverse events within 24 (twenty-four) hours from the date

knowledge of the event. The sponsor must ensure that all information

relevant information about SUSARs that are fatal or life-threatening are documented and
notified to Anvisa within a maximum of 7 (seven) calendar days from the date of notification
of the case by the sponsor, according to art. 71 of this same resolution. And all the others
SUSARSs, which are not fatal or life-threatening, must be reported to Anvisa within

15 (fifteen) calendar days from the date the sponsor becomes aware of the case, according to art.

72 of the aforementioned regulation.

It should also be noted that additional information on monitoring of
mentioned events must be included in the form within 8 (eight) calendar days from
from the date of notification in accordance with the sole paragraph of art. 71. However, at any

notifications may be updated by the sponsor at this time.

2.2. REQUIREMENTS FOR USE OF VIGIMED COMPANIES

To use VigiMed, companies need to have:
 Registration granted to VigiMed Empresas by Anvisa
» Computer connected to a stable internet connection

* Use of Google Chrome browser, preferably, or another such as Mozilla,

Firefox

« Acceptance of the “System Terms of Use”

» MedDRA License (strongly recommended)
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* WHODrug License (recommended)

MedDRA LICENSE
MedDRA terminology is used to code adverse reactions/events
(os) and other medical terms such as cause of death, indication, name of tests,

medical history and diagnosis.

For guidance, license application and renewal, please see the dedicated page

from MedDRA: https://www.meddra.org/subscription/process. The rates are

defined according to the size of the company. Public companies can request their
free licenses. Small businesses, with revenues below US$1 million,
can apply for an annual license for $139. Other license fees are set

according to the company's turnover.

The license, in addition to enabling MedDRA in VigiMed Empresas, also gives access

to MedDRA training and other services at: https://www.meddra.org/.

To use MedDRA in VigiMed, the company needs to activate the license in the system
— vide item 2.7.

Proper coding with MedDRA should follow the 'Points to Consider' documents.
Consider' and 'MedDRA Terminology Best Practices', available at

Portuguese and with versions updated every six months on the page

https://www.meddra.org/how-to-use/support-documentation/ portuguese.

WHODrug LICENSE
Using the WHODrug dictionary for drug coding and principles

assets in notifications is recommended by Anvisa.

For guidance, license application and renewal, please see the dedicated page

do WHODrug e UMC: https://who-umc.org/whodrug/whodrug-subscription/. As

subscription fees depend on additional products, number of locations



https://who-umc.org/whodrug/whodrug-subscription/
https://www.meddra.org/
https://www.meddra.org/how-to-use/support-documentation/%20portuguese
https://www.meddra.org/subscription/process
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geographic and the number of users required for the organization. Companies

public companies can apply for their free licenses.

The license, in addition to enabling WHODrug on VigiMed Empresas, also gives access
training and other services from WHODrug. See the portfolio at: https://who-

umc.org/whodrug/.

To use WHODrug in VigiMed, the company needs to activate the license in the system

—vide item 2.7.

Proper coding with WHODrug should follow the guidelines of

document 'How to use WHODrug C3 format for coding

medicines’, and, in the case of importing ICH E2B(R3) XML files, of the

document 'Instructions for creating ICH E2B XML files (R2 and R3)', both
available on the Pharmacovigilance Management (GFARM) page under 'Materials

support for the use of VigiMed Empresas": https://www.gov.br/anvisa/pt-

br/issues/inspection-and-monitoring/notifications/vigimed/vigimed-

companies

2.3. REQUEST AND UPDATE OF REGISTRATION FOR VIGIMED COMPANIES

Registration in VigiMed Empresas will be carried out by Anvisa for each company. Each
sponsor must make the initial request or any registration update on VigiMed

Company, intended for the Clinical Research account, through the form available on the page
of Adverse Event Notifications of Clinical Research and send it, later, to the e-

mail vigimed.pesquisa@anvisa.gov.br.

Once access to VigiMed Empresas is granted to the sponsor or any data from
system user is updated, the company will be notified via email sent to the

contact(s) provided by the company.

To properly fill out the form, pay attention to some information:

1. Company data

10
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1.1 Business name: name as reported in the Anvisa registration

1.2 Sender identifier:

» The sender identifier will be used to identify the company in VigiMed.

» Must have a maximum of 60 characters.

« Corresponds to the identifier of the notification issuer and will be preceded by the term
‘Clinical Trial'.

o For example: Clinical Trial - MEDSOLUTION

* Use your trade name, if possible.

 For companies with E2B-compatible systems, the value must be equal to
configured for the ICH E2B (R3) guide field: N.2.r.2 Message Sender Identifier.

« For companies that only perform manual entry, it is recommended to use the same
name given in the company's short name. Changes may be suggested
by Anvisa.

* Once the Sender ID is set, it cannot be changed.
later in the production phase, except as provided for in the ICH E2B Guide.

1.3 Organization identifier:

 The organization identifier will be the company name in VigiMed and will be used to
identify the company.

* Must have a maximum of 100 characters.

« Companies with E2B compatible systems, the value must be the same as configured
for ICH E2B (R3) guide field: C.3.2 Sender's Organisation.

* For companies that only perform manual entry, it must be the same value as
sender identifier.

« Once the Organization ldentifier is defined, it cannot be changed.
later in the production phase, except as provided for in the ICH E2B Guide.

1.4 Company name abbreviation:

» Must have a maximum of 60 characters.

« the abbreviation of the company name will be used in the Notification Identification,
following the structure: BR-CompanyName-NotificationNumber, referring to the field of

guia do ICH E2B (R3): C.1.1 Sender’s (case) Safety Report Unique Identifier.

11
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* Propose a short name that, if possible, identifies the sponsor.

0 For example: MEDSOLUTION.
» The chosen name will be part of the Worldwide Unique Identification
Case Identification Number — WWUID).
o For example: BR-MEDSOLUTION C TRIALS3-123456.
It should be noted that the abbreviated name is only the one in blue.

* Once this short name is defined, it cannot be changed later in the

production phase, except as provided for in the ICH E2B Guide.

1.5 CNPJ: numbers only
1.6 DRM State (UF): acronym; only 2 characters
1.7 State (UF) of the Pharmacovigilance Unit: acronym; only 2 characters

2. User data for registration on VigiMed:
* Up to three users can be informed per company.
» The same email address can be provided to register a user who will work in
more than one company or in accounts intended for Pharmacovigilance or Clinical Studies.
« Corporate emails can be used, but they will be under the responsibility of the
CPF provided.
3. Adoption of VigiMed Companies
« Information on whether or not to adopt the interface for Importing ICH XML files
E2B, in R2 and R3 format.
» The form for manual entry of adverse event notification data
of medicines will always be available to all companies,
regardless of whether or not they import an ICH E2B XML file.
* To start importing XML, the company must validate some
files in a test environment, as per the document 'Instructions for creating

ICH E2B XML files (R2 and R3)', published on the VigiMed Empresas page.

12
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The estimated start date for testing and production for XML import

ICH E2B is for planning purposes. There will be no penalty in case of non-compliance with the

deadline, and it is even possible to update the respective date.

4. MedDRA and WHODrug Licenses:

« Implementation of MedDRA terminology is strongly recommended and the company
You can use a local or global license.

« If the company does not have a MedDRA license, it is necessary to regularize its situation.
and send a new form to update the information, as soon as you have possession of the
license number.

* Implementation of the WHODrug Dictionary in C3 format is recommended.

« The company that does not yet have the WHODrug license in C3 format must inform that
have not yet acquired it. However, as soon as you have it, you must send a new form to
update the information.

5. Final comments:

« List the changed fields, to facilitate updating the registration.

« Describe the reason for submitting a new form, including any other clarifications,
such as change of ownership of the company or other changes that impact the

registration with VigiMed Empresas, if applicable.

2.4. SYSTEM ACCESS AND ACCOUNT ACTIVATION

After receiving the email from Anvisa informing you about granting access to VigiMed

Companies, each user must:

1. Click on the link: https://industryereporting.who-umc.org/

2. Click on “Forgot your password?”
3. Enter your email in the “Email Address” field.
4. Click on 'Send verification code' and do not close the window

5. Open your email to redeem the 6-digit code

Note: If it is not in your inbox, check your spam folder. If you cannot find the email, contact us at
vigimed.pesquisa@anvisa.gov.br.

6. Enter the code received in the related field and click on “Verify code”.

13
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7. If the code is correct, the message “The code has been verified. You can now continue” will appear.
Then, click “Continue”

8. On the next page, enter your password and confirm it, following the security guidelines (password with 8

to 16 characters, combining upper and lower case letters, numbers and symbols).

9. Click on “Continue” and, if the process is successful, the page to log in to VigiMed will open.

Companies with your registered email and password.

Note: to recover your password, the same procedures must be followed.

14
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2.5. USER AND LANGUAGE SETTINGS
After completing the registration, when logging into the system for the first time via the VigiMed link

Company: https://industryereporting.who-umc.org/, it will be necessary to activate the account by accepting

the terms and conditions of use of the system. Then, a page will open where you must choose the
language to be used in the interface. Select the language “Portuguese” and click “Save” to
continue.

For later language configuration, simply click on the arrow next to the user icon (Step

1), then select the “User settings” option (Step 2).

The configuration page will open to select the interface language, the native language

and the language of the dictionaries (Step 3). After selecting the language, click on “Save” (Step

4) to proceed.

19 Passo

eleporting - Empresa Teste Anvisa (criada por Flavia Cruz) (BR)

Welcome to eReporting

Create new report Nulléty report
Tea1e 3 New repOrt via the marwal Gata entry form Nully & completen

eReporting - Empresa Teste Anvisa (criada Dataentry v Uplosd E2B  Submission status &

30 Passo
User settings
User interface language

English

Native lmguige Selecionar a opgdo de
English (eng) 8 - idioma “Portugués” em
EDQM language Native language e defina

Enghsh v o idioma desejado nos
MedDRA language demais

English

-
r :_ Depois, selecione a opgdo Save.

40 Passo

2.6 VIGIMED COMPANY HOME SCREEN

The VigiMed Empresas (e-Reporting) home page has a top menu and a bottom menu.

main menu for navigating the system. The top menu has the following options available:

15
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« Data entry: Manual notification entry to create and edit
notification, follow-up notification and cancel notification - see items 3 to 6.

« Upload E2B: import of ICH E2B XML file - see item 7.

» Submission status: view notification submissions from

last 35 days - see item 8.

: options to check user name and email, start, configure the
user and language (see item 2.4), manage licenses (see item 2.7), have access to

privacy policies, terms and conditions of use, and exit.

eReporting - Empresa Teste Anvisa

Bem-vindo ao eReporting

Criar nova natificagso Anular notificio
iae uma nova notificagio por meso do formubiro de entrada manual de Anudar um caso completamente invalido {transmitido anseriormente). Ros

dados overnpl

wotificagoes duplicadas

On the home page, there is also the menu displayed on the main screen, with the action options and
descriptions of each one. Below are some reports on the latest news about the System.

The main menu contains the six actions related to notifications, as follows:

* Create notification: create a new notification via the input form
data manual - see item 3.
« Edit notification: Upload a notification (E2B R3 XML file created by this
system) to edit information in an initial notification not yet sent to the
regulatory authority - see item 4.
* Tracking Notification: Upload a notification (E2B R3 XML file created by
this system) to edit tracking information, i.e. when new
information was obtained after the initial notification of the case was sent to the authority

regulatory - see item 5.
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 Cancel notification: cancel a completely invalid case (transmitted
previously). For example, when the whole case was considered erroneous or in the case
of duplicate notifications - see item 6.
* Load E2B: load a notification in E2B R2 or R3 XML format - see item 7.

* Sending status: view notifications sent over the last 35 days - see item 8.

eReporting - Empresa Teste Anvisa (criada por Flavia Cruz) (BR) Entrada de dados v  Carregar E2B  Status de envio

Bem-vindo ao eReporting

Anular notificio

Criar nova notificagio i Tz T
+ . o " . L. Anular um caso comg invalido (t
[a Criar uma nova notificagio por meio do formuldrio de entrada g 2 3 .
anteriormente). Por exemplo, quando todo o caso foi considerado

manual de dados errbneo ou no caso de notificagdes duplicadas.

Editar notificacio
Carregue uma notificacdo (arquivo XML E2B R3 criado por este Carregar E28. .
sistema) para editar informagdo numa notificacdo inicial ainda Carregar uma notificacdo em formato XML E2B R2 ou R3

ndo enviada a autoridade reguladora

Notificagio de seguimento

Carregue uma notificagdo (arquivo XML E2B R3 criado por este o Status de envio
sistema) para editar informagiio de seguimento, ou seja, guando Ver envios de notifica¢des dos dltimos 35 dias
nova informagéo foi obtida apds a notificacdo inicial do caso ter
sido enviado & autoridade reguladora.

Novidades

© VigiFlow is back online

All reports submitted from VigiFlow eReporting for Industry during the service disruption have been successfully received by the national regulator. Please contact the National
Regulatory Agen you have any guestions.

Publi

© New release 2023-03-28

* Advanced WHODrug coding
o Allows users to effectively code to the most detailed level in WHODrug Global, with information on trade name, country, Market Authorisation Holder (MAH), pharmaceutical
dose form and strength
© Current WHODrug licensees can enter their WHODrug license number in the settings page to gain access
o If you do not have a WHODrug license, the basic WHODrug search can still be used. If you want access to the advanced functions please contact subscription@who-umc for

more information

* EDQM standard terms are now used for route of administration and pharmaceutical dose form

Attention!

If the user (same email) is registered with more than one company or in
accounts intended for Pharmacovigilance or Clinical Studies, must be
selected which company or account you want to notify before starting

any action.
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2.7 ACTIVATION OF MEDDRA AND WHODRUG LICENSE
MedDRA terminology is used in the coding of adverse reactions/events (os) and other

medical terms such as cause of death, indication, name of tests, medical history and

diagnosis. For more information about the dictionary, see item 2.1.

The use of the WHODrug dictionary for the coding of drugs and active ingredients in

notifications are recommended by Anvisa.

First, to use MedDRA and WHODrug, it is necessary to enable each license,

by clicking on the arrow in the upper right corner and the “Manage licenses” option. Then, fill in the

requested fields with the company's MedDRA or WHODrug License information and click

in 'Save'.

eReporting - Empresa Teste Anvisa (criada por Flavia Cruz) (BR) Entrada de dados ~  Carregar E28  Status de envio

Bem-vindo ao eReporting

Criar nova notificagso Anular notificio
Criar uma nova notificagdo por meio do formuldrio de entrada manual de Anular um caso completamente invalida (transmitido anteriormente). Por
dados exemplo, g

efeporting - Empresa Teste Anvisa

Gerir a licenca MedDRA

MedDRA 1D

Chawe API MedDRA

Gerir a licenga WHODrug

WHODrug licenga

In case of MedDRA license, to get your 'MedDRA API Key', click on the link “Register

to obtain a new MedDRA API key” (https://mid.meddra.org/account/register). It will be

necessary to have on hand the 'Username' and 'Password' provided by MedDRA MSSO after

subscription process. More information at: https://www.meddra.org/subscription/process.
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If there is any problem with your MedDRA license credentials, contact the support team.

MedDRA MSSO support: https://www.meddra.org/contact.

In the case of the WHODTrug license, simply include the WHODrug license number. If there is any
problem with WHODrug license credentials, contact UMC support team at

e-mail: support@who-umc.org.

If the procedure presents any error on the VigiMed Empresas (Industry e-) page,
Reporting), close the browser and, before opening Vigimed Empresas, perform any of the following:

procedures:

« To clean e browser: abra the link to tne step-by-step:

support.google.com/chrome/answer/95589?co=GENIE.Platform%3DDesktop&hl=pt-BR

« Disable translator: https://support.google.com/chrome/answer/173424?hl=pt-

BR&co=GENIE.Platform%3DDesktop

< Use an incognito tab: press the Ctrl + Shift + n keys at the same time. Here's how:

https://support.google.com/chrome/answer/95464?co=GENIE.Platform%3DDesktop&hl

zpt
» Temporarily disable your computer's antivirus during the installation procedure.

account activation

* Use other browsers (Firefox, Mozilla, Edge, etc.)

3. MANUAL DATA ENTRY INTO ICH E2B STANDARD

- —+ + = =i .
o—o || o—oe oo |C|oe—o |5 |e—e [2]:e—
—cr
1 passo 2" passo 3" passo 4" passo 5* passo &' passo
Criar uma nova Inserir dados Inserir dados Inserir dados do Inserir dados das Correlacionar
Notificacdo Administrativos do paciente Medicamento Reagbes ReacBies com

Medicamentos

.@0—0..0—0'0—0@‘0—0

7' passo 8' passo 9' passo 10' passo 11" passo 12' passo

Dados Avaliagdo do Checar a Enviar Baixar Conferir o status
complementares Caso notificagdo Notificagdo Notificagdo de Envio
(Outros) (Resumo)
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3.1. CREATING AN INITIAL NOTIFICATION
There are two options for creating a notification. The first option is by selecting the “Create” button.

new notification” in the main menu (Step 1). The 2nd option is to click on “Data Entry”, in the

top menu, and select the option “Create new notification” (Step 2).

Entrada de dados v [Farregar 28 Status deervio 2 v

I Criar nova notificacio

1° Opgéo W !

Anular notificio

riar uma nova notificacio por meko do formulino de entrada manual de Anular um caso completamente invalido (transmtido anteriormente). Por

Edetar notificagio Carregar £28
¢ i . 2

Notificacso de seguimento Status de envio

A new page will open for you to fill in the notification fields. On the left side

on the left there is a menu with all the sessions that make up the notification, containing the
data elements as defined and described in the ICH E2B (R3) Guide.

In the left menu, you can navigate through the form and identify some of the data entered,
such as medications and adverse reactions/events. The following will be highlighted:

some care when filling out each section.

Important!
During filling, feeding errors or the absence of any
mandatory data will be marked in red and need to

be adjusted before saving or sending the notification.

Attention!

It is worth noting that some fields or data sets are repeatable. When

If you need to enter more information, simply click the '+' button.

To express decimal units, DO NOT use a comma (,) as a separator and YES

use a period (.) in patient data, such as weight and height.

20




b Translated by Google

= X N

S ANV VigiMed
3.1.1. ADMINISTRATIVE

This session consists of two groups of data: Notification Information and Notifier

initial. Its purpose is to collect some data necessary for the proper

processing and management of notifications, which will allow for proper identification

of the notification and the natifier.

3.1.1.1. NOTIFICATION INFORMATION In
the Notification Type field, choose “Study Notification”.

eReporting - ANVISA clinical trials test3 (BR)  Trining

Entrada de dados v  CamegarE2B  Statusdeenvio & v

el AT Informagées da notificagio
Notificador inicial Tipo de notificacio
» Paciente Notificacdo de estudo v

» Medicamentos Identificagdo do estudo

> ReacGes Tipo de estudo

» Reagdo-medicamento

* Outro
Nome do estudo
> Avaliagdes

> Resumo de caso

Numero do estudo do patrocinador
& Documentos adicionais

& Enviar notificagdo
Registro do estudo

X Fazer download da notificacio

All fields contained in the “Notification Information” group must be completed.

mandatory, except “Other identification of notification in previous transmissions” and
“Notification identification number that is related to this notification”.

All fields contain important and essential information for an analysis.

complete. We can exemplify with the fields “Study Name” and Study Number of the
sponsor” (protocol code), which do not prevent the continuation of filling out

of the notification, but they are of utmost importance to identify the clinical trial in which
SUSAR occurred. Therefore, all fields must be filled in.

In the “Study Name” field, describe, in addition to the title of the clinical trial, the record of the

petition in which the clinical trial protocol was requested (Specific Trial Dossier

Clinical):
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o0 Example: "Phase 2/3, randomized, double-blind, placebo-controlled study for

to evaluate the efficacy and safety of XXXX in participants with XXXXXX” — Exp. No.

XXXXXXXIXX-X

Attention! The Unique Notification Identification and the Worldwide Unique Identification
must follow the structure defined in the ICH E2B Guide:

XX-ShortName-NatificationNumber
XX is the country code in capital letters and, in this case, it must be BR;

Short Name must be the same as that provided in the registration;

Company notification number

The first two data will be filled in automatically by the system and should not be

changed. The notification number must be managed for the company. The subsequent submission of
another form with the same Unique Notification ID and Unique Identification in

World will be understood by the system as a follow-up notification

(for Follow-up Notifications, see item 3.5).

If necessary, indicate an additional notification number, simply click on the icon

corresponding to the field “Other notification identification in previous transmissions” and

enter the data.

eReporting - Agéncia Nacional de Vigilineia Saniticia (BR)

Informacgdes da notificagio

R B B RERR T Tt S |
i | 4= Optativo
L i
Numero de adentificacio da notificacso que esta relacionada com esta notificagio
Referéncias da literatura Clique em Proximo
e siga para
“Notificacéo Inicial”
| | i
- R
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3.1.1.2. INITIAL NOTIFIER
The Initial Notifier information must be completed with the investigator's details.
main office of the center where the SUSAR that is being reported occurred. To assist in contacting
If there is a need to supplement or investigate the case, please provide: Name,

Last name, State (UF in acronym) and Telephone.

Whenever possible, provide all information: First Name, Last Name, State and Telephone

Number. For the State, include the abbreviation of the UF.

eReporting - Agéncia Nacinsal de Vigitinia Sanitiria (BR)

F=% -
Notificador inicial 3_: L lepar campos

nl z
D Noviasor o s fns egumins + 4em Identificar o notificador inicial preenchidos
“Qusiicaio T TS ' erroneamente

& Fazer downlosd da notificacso Nome do meio

Sobeencena

Clique em Préximo

= e siga para
“Caracteristicas do
o paciente”
Selecionar para
incluir outro i"i E-E.: d

notificador =  “=-========-

In the “Organization” field, enter the name of the Institution where the center is located.
search (hospital, clinic, health service), if applicable. In the “Department” field,
describe the name of the Research Center.

If more than one natifier is informed, select “Initial notifier for purposes of

regulatory” in which the primary source is identified and where the case occurred.
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3.1.2.PATIENT

This session consists of three groups of data: 'Patient characteristics'; 'In case of

‘death’ and 'Parent'’. Intended for filling in information regarding the

clinical trial participant and, as the case may be, about death, or information

relating to the parent who was exposed to the drug in which the adverse event was

observed in the child (embryo, fetus, newborn or child — Parent-child notification).

3.1.2.1. PATIENT CHARACTERISTICS

For data protection purposes, please provide the initials of the clinical trial participant's name.
You can also use the predefined values: Unknown; Asked, but
Unknown; Not asked; Masked. Only one of the information regarding age

needs to be informed if possible.

eReporting - Agéndia Nacional de Vigilincia Sanitiria (BR)

Caracteristicas do paciente

Nome ou inicials

Data de nascimento

Idade no momento do inicio da reagio/evento

Grupo de idade

IPRp—— Clique em
oy p—— Proximo e siga
T — Wimaaro do entlicacle do pedente o et para “Em caso
e - de obito”

To express decimal units in patient data, such as weight and height, DO NOT use a

comma (,) as a separator and DO use a period (.).
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The 'Patient Study Identification Number' field must be completed.

3.1.2.2. IN CASE OF DEATH

This data group includes fields intended for filling in information.

referring to the participant whose reaction resulted in death.

eheporting - Aginda Nacional de Vigtinga Sanitira (BR)

Em caso de 6bito

5 de n onforme notificadss pels fonte pramaria

Foi reslizada sutipy

Clique em
Préximo e
siga para
“Progenitor”

In the field “Cause of death as reported by the initial reporter” describe the cause of death in the
opinion of the investigator.

Important!
To report the reported cause of death and the cause of death determined by
autopsy, if applicable, using MedDRA; the company license needs to be enabled

(see item 2.7). For instructions on how to code, see item 3.1.4.1.

3.1.2.3. PROGENITOR

This information group aims to collect information regarding the father or mother
whose exposure to the drug resulted in an adverse reaction/event in the child (embryo, fetus,

newborn or child) ( Parent-child notification).

To fill in these fields, you must select the YES option.

This section should be completed only when the answer to “Is this a parent-child
notification?” is YES and only when the mother or father has not had any adverse reactions
events. Otherwise, this section should not be used.
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Progenitor
Selecionando “Sim”, as abas
de informacbes referentes
ao progenitor sdao abertas.
Tornando necessdrio o seu
preenchimento.

¥
-

Historico de medicamento relevante do(a) progenitor(a)

Histéria médica do progenitor

Clique em proximo e siga
para “Medicamentos”

Informagdes estruturadas sobre a historia médica relevante do progenitor

To express decimal units in parental data: weight and height, DO NOT use a comma
(,) as a separator and DO use a period (.).

3.1.3.MEDICINE

This section includes general information about the medication, indication and dosage. It is
if from a set of repeatable data, that is, different ones can be added

medicines or different dosages for the same medicine.

If the same medicine has more than one dosage, dose or batch, simply click on the icon

“+” to duplicate fields, instead of adding a new medication.

Important!
To report the drug or active ingredient in WHODrug, the license from

company must have been previously activated (see item 2.7).
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Medicamento (ndo preenchido) ]

-

Dois primeiros

- sa M amts WHOG campos de carater
» Reagle VO S —— it & et Mgl cpaiien sthee srp—— uhrigatﬁril).
» Raaclo-medicaments e T e Medicamento
& (WHODrug) é
> Mlagte PR — recomendavel!
» Ranmo do ca
L o s b
=
A
Peiodo d gestache no mom -

eReporting - Empresa Teste Anviss

v Adminstratre Indicagbes notificadas pelo notificador inicial

otificador inicaak Indw agho nbo expecificada

Indicacio

Indicacio (MedDRA

Important!

To report the indication using MedDRA, the company's license must be

activated (see item 2.7). For instructions on how to code, see item 3.1.4.1.
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Clicar para adicionar Clique em préximo e
novo medicamento. o siga para "Reagao”

- e

It is important that as much data as possible is provided, aiming to obtain quality in

notification.

In the “Additional information about the drug” field, inform whether the sponsor knows the allocation of the

clinical trial participant, adding information about, for example, the breaking of blinding, if applicable.

3.1.3.1. CODING IN THE WHODRUG DICTIONARY

To include WHODrug drug information in manual input, you must:
« insert the commercial name in the 'Medicine (WHODrug)' field, as per the registration
product, or the name of the active ingredient;
« click on the magnifying glass to search;
« in the window(s) that open, select the most appropriate correlation to the name of the
medication or vaccine informed by the notifier, considering:
or if B3 license: the pair “commercial name (Patent Name) and active ingredient (Al —
Active ingredient or Al(v) Active Ingredient variant)” suitable or only
generic name (active ingredient),
or if C3 license: select the most specific level informed by the notifier,
consider: the active ingredient(s), commercial name of the medicine,

Drug Registration Holder (DRM), pharmaceutical form and dose.
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In manual entry, the B3 license is enabled for all companies. Using the dictionary

WHODrug in C3 format remains recommended, until the amendment of RDC 406/2020 makes it

mandatory. Using the C3 format it is possible to select the largest amount of information about

notification medications or vaccines with just a few clicks.

Attention!

To use WHODrug in C3 format in VigiMed, the company needs to activate the
license in the system — see item 2.7. Proper coding with WHODrug must
follow the guidelines in the document 'How to use the WHODrug C3 format for

drug coding', available on the VigiMed Company page.

The WHODrug dictionary is constantly updated with drug information

and vaccines registered in Brazil, by Anvisa and UMC. However, if the name is not found
commercial for the drug to code, only the name of the active ingredient must be provided

in WHODrug and include the commercial name of the medication in the free text field (Name of
Medication, notified by the initial notifier) or in the Narrative.

In this case, if the company already has the WHODrug license in C3 format, it is also possible
reqguest the inclusion of the medicine through Change Request, a tool available on the page
from WHODrug, in the user area. Requests can be made individually or to

a batch of medicines and vaccines simultaneously. The link to the package insert must be provided

medicine at Anvisa as reference information for validation of the terms to be

entered in WHODrug. The same procedure can be adopted if it is found

some inconsistency in the company's drug data in WHODrug. The updates

in the manual entry of VigiMed Companies will be made available less than 36 hours after the

request.

Important!

When selecting terms, pay attention to the description of the active ingredient that can
be arranged in the form of salt or base. When choosing a term for the trade name,
pay attention to the active ingredient that is related to it. Choose the name of the

medicine with the spelling following the registration with Anvisa; what can it be

checked in the DOU or in the Electronic Bulletin from Anvisa.
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3.1.4.REACTIONS
This session consists of fields intended for collecting information related to SUSARs
observed in the clinical trial participant. In addition to information about the adverse event,
in the field “The translation of the reaction/event as reported by the initial reporter” must be
other data are provided, such as the start date of the event, the severity, the date of the

knowledge of the event by the sponsor, among other information.

The terms that correspond to the name of the reported reaction/event must be selected.

by the notifier. In addition to the data on the adverse event, other information must be reported

data, such as the date the reaction began, its severity, among other information.

EReporting  Agknia Nasonal de Vigithnoa St (BI

Reaclio (nSo preenchida) [

Aeacio / evento corforme reiatado peta forke primanis

=

e e - et |

& Ervier retificacio Terrmao ga12 59400 Petlp notSe sadce

Campos de caréter
obrigatdrio! A i i
gravidade sempre
deve ser marcada
guando o evento
for grave.

Destecho na uitma cbaarvcio

lmmm - - e o
Confirmaciho por profissions de savoe

nicio da reacia/evento

Térmno da reschorevento

P— Clique em proximo e

Clicar para adicionar siga para “Reagdo-
uma nova reagdo. i Medicamento”

3.14.1 CODING IN MEDDRA TERMINOLOGY
For coding in MedDRA terminology, simply enter the desired term or code in the “Reaction/event (MedDRA)” field
and the related language, click on the magnifying glass to search and choose one of the most appropriate

MedDRA terms.
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Proper coding with MedDRA must follow the documents 'Points to Consider' and ‘MedDRA

Terminology Best Practices', available in Portuguese and with versions updated biannually on
the page: https://www.meddra.org/how-to-use/support-documentation/portuguese .

It is suggested to use the MedDRA Browser (https://www.meddra.org/browsers) to help search
for the most appropriate terms, locate the MedDRA code, compare terms in different languages,
versions, check terms according to the terminology hierarchy, etc.

porting - Empresa Teste Anvisa Entrada de dados v Camegar E28  Statusdeenvio & v

Reacdo / evento conforme relatado pela fonte primaria

1
Termo destacado pelo notificador Clicar para
Lo L pesquisar
=E o termo
Esta é uma reagio grave?
e MedDRA
: adequado

Resultados da pesquisa MedDRA para dor

Combinacio exata

3.1.5.DRUG REACTION
This session has two groups: Re-exposure and Time Lapse. It is intended for

filling in information regarding re-exposure to the suspected drug(s) and
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the outcome of this re-exposure, as well as the time/period between the administration of the doses

of the suspected drug and the onset of the reaction. Such information helps in the assessment of

causality of each drug versus adverse reaction/ event

3.1.5.1. REEXPOSITION

Report whether or not the clinical trial participant was re-exposed to each medication
suspect informed. If positive, it is mandatory to inform the outcome of the re-exposure and,

If not, just click “Next” to move on to the “Time Range” group.

efeporting - Agéncia Naconal de Vigiking Samiin (B0

Reexposigio

Medicamento (nio promchedo)

Houve reexpoticlol

Cligue em proximo e siga | I
para “Intervalo de Tempo”

3.1.5.2. TIME INTERVAL

The Time Interval data group must be filled with information regarding the

interval between administration of the medication and the occurrence of the adverse reaction/event.

It must be reported for each previously added suspected drug, whenever

possible.

eReporting - Agénaa Naconal de Vigitdnga Sanitina (BR)

Intervalo de tempo entre a administragio e o inicio da reagio
Medcicamento (ndo preenchido)

Aescia Tempo desde s primeirs dose  Tempo desde 3 ditima dose.

Reagio (nic preenchida

Clique em proximo A

e siga para “Outros”

Observation. In the event that the medication has not been administered prior to the

occurrence of SUSAR, leave the field blank.
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3.1.6.0THERS
This section is divided into three groups that contain fields intended for filling in

of data relating to examinations and tests carried out, medical and medication history.

The objective is to include information that helps in understanding the case in question, which makes it possible to

exclude explanatory causes for the adverse reactions/events observed during
causality analysis.

3.1.6.1. TEST RESULT

This section records the tests and procedures performed to diagnose or confirm the
reaction/event, including those performed to investigate (exclude) a non-existent cause
related to medications. Both positive and negative results should be

reported. Although structured information is preferable, there is the possibility of
transmit the information as free text.

Therefore, whenever possible, the MedDRA terms that correspond to the

name of the test to which the patient was subjected and inform, by typing, the values
corresponding to the result of this test. Additional information or information that was not

contemplated in the fields available on the form must be entered in the fields

free text.

efirporting - Agéncia Nacsonal de Vegikincia Sarstiria (BR)

Teste (ndo preenchido)

x

)
gty
e
=]

Nome do teste

Limpar campos
Nome do tese (MedDRA) preenchidos
Portuguls - erroneamente

Dita do teste

Valor tiaixo normal

Comentares

Clique em préximo e

Clicar para adiClONBr .. comacies deponiveis {doamentos sdidonsis siga para “Histdrico

um novo resultado.

de medicamento”
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3.1.6.2. MEDICATION HISTORY

\/igiMéd

The medication history corresponds to the report of information regarding the

medications that the patient used before the occurrence of the adverse reaction/event in

guestion. Include information relevant to understanding the case.

This section does not address medications taken concomitantly or that may have

contributed to the current reactions/events. Medical judgment should be applied to

consider discontinued medications that may be suspect based on half-life

elimination and known pharmacodynamic effects.

eReporting - Agincia Nacional de Vigilina Sanitiia (870

Medicamento (ndo preenchido)

Nome do medicamento coma notificado

Medicamento (WHODrug)

Indicacio (MedDRA

Aeacia (MedDAA)

Data inicial

Clicar para adicionar um
novo histérico de
medicamento.

Entradadedados v  Camegar£28  Stusdeervio 3

Limpar campos
preenchidos
erroneamente

Cligue em préximo e siga
para “Histérico médico”

medication with the event” field.

Medications for continuous use started before the reported reaction/event, which continue to be used,

must be reported in item 3.1.3. Medication, selecting the “Concomitant” option in the “Relationship of

3.1.6.3. MEDICAL HISTORY

The patient's medical history refers to diseases acquired by the patient prior to

manifestation of the reported adverse reaction/event. Includes clinical conditions of the patient that

are relevant to the case, including information such as illnesses, pregnancy, procedures

surgical, psychological trauma, risk factors, etc.
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Selecionando “Sim”, a
e aba de histéria médica
- RELEVANTE € aberta.

. Tornando necessdrio o
seu preenchimento.

Clique em préximo e siga
1 para “Avaliagdes”
1
1

Clicar para adicionar uma J E—E-i A

nova histéria médica.

3.1.7. EVALUATIONS
The “Assessments” section allows you to record the causality assessment for each

drug, suspected or interacting, in relation to adverse reactions/events
informed, using pre-established methods. Each 'drug and reaction' pair

informed must contain its causality assessment result.

You must type in the free text fields, in:

« “Evaluation method”, the name of the methodology used. The evaluation method must be the
same method described in the clinical protocol

« “Source of evaluation”, the name of the evaluator, that is, the person, department or
organization responsible for the causality assessment. The first assessment to be recorded
in the notification must refer to the one performed by the study sponsor and this must be
reported in this field

“Evaluation results”
The main methods and their respective values are:

* WHO causality, which may be the “Evaluation result”:
the Defined
the Likely
the Possible
the Unlikely
o Conditional/Unclassified
0 Not accessible/Not classifiable
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« Naranjo algorithm, which can be the “Evaluation result”:

the Defined

the Likely

the Possible

the Doubtful

* WHO AEFI (for vaccines), which may be the “Evaluation result”:
0 Al — Product-related reaction

0 A2 — Reaction related to vaccine quality

0 A3 — Immunization error

0 A4 — Anxiety reaction associated with vaccination and/or stress
triggered in response to vaccination (EDRV)

0 B1 - Consistent temporal relationship, but no evidence in the literature for
establish a causal relationship

0 B2 — Research data are conflicting regarding causality

0 C - Inconsistent or coincidental association/Undetermined

D — Unclassifiable

If you need to add more than one causality assessment for the same medication versus adverse
reaction/ event , simply click on the "Add causality" option, as indicated in the image below. The
second assessment to be reported must be related to the assessment by the clinical trial investigator.

Avahiaglo (nBo preenchida)

Cligque em préximo e siga
para “Resumo de Caso”

Clicar para adicionar uma J
nova avaliagdo.

3.1.8.CASE SUMMARY

In this section there are three free text fields that must be filled with information about the case, that
is, the detailed narrative about the reported case, the comments

relevant information from the notifier and the company's comments (in this case, the sponsor).
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Resumo do caso ¢ outras informagdes

Campo para comentarios do e i) : Clique em
notificador no idioma nativo, = i . proximo e
caso as informagoes anteriores siga para
forem fornecias em inglés. “Documento

s adicionais”

........ e TS 4—I

-

Attention!

This section should not include identifiable data of the patient, healthcare professionals
health and notifiers. If the natification is made in a language other than the

Portuguese, Case Summary and Reporter's Comments should be added in

native language (Portuguese).

According to the ICH E2D guide, the purpose of a narrative is to summarize all relevant and
related clinical information, including patient characteristics, details of therapy, medical history,
clinical course of the event(s), diagnosis including outcome, laboratory evidence, and any other
information that supports or refutes an adverse drug reaction. The narrative should serve as a
comprehensive and self-contained “medical history.” The information should ideally be presented
in a logical time sequence, i.e., in the chronology of events occurring to the patient, rather than

the chronology in which the information was received.

3.1.9.ADDITIONAL DOCUMENTS

In this section, you can attach documents relevant to the case, especially if they contribute to the assessment
of causality of the case, such as reports from the safety monitoring committee, medical reports, examination

results, vaccination card, death certificate, among others.
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It is important that the attached document contains a name that identifies it and that they are
Enter the names of the documents in the free text field before attaching them. If you need to
attach more documents, simply click on the "Add additional document" option, as shown in the
figure below.

There are two ways to attach a document:

1. Drag and drop the file into the corresponding field (see figure below).
2. Find the file in your computer's directory and upload it. To do this, simply click on
“Browse your computer”, identify the file and then upload it.

The system allows you to attach files in the following formats: dem, dicom, doc, docx, htm, html,
ipeg, jpg, pdf, rtf, tif, tiff, txt, xls, xIsx. Files must not exceed 2 MB in size to be able to upload
them without problems.

eReporting - Agéneia Nacional de Vigilineia Sanitiria (BR)

e Documento adicional
5 Pactenn Arraste o

 Mescamers documento
para essa area

Clique em proximo e siga A

para “Enviar Notificagdo”
Clicar para adicionar
um novo documento.

Obs: Cada campo comporta apenas 1 documento.

3.2. SENDING THE NOTIFICATION
Once you have completed filling out the notification, you must send it to Anvisa. To do so, go to
the “Send notification” section. If there is a need to correct or complete any mandatory field, the
“Send” button will be disabled and what needs to be revised will be highlighted in red.

If the notification is filled out correctly, simply click on “Send” and wait for the message
“Notification sent successfully” to appear.

After issuing the successful sending message, the identification code of the
submission and, below that, there is the “Download” button, through which you can download the

manually fed notification file (see item 3.3).
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It is extremely important that the file is downloaded and saved on the computer or
HD so that it can be changed or updated later (follow-up notification).

It is suggested that a folder be created to save the downloaded files, as well as

saving the image containing the shipping ID number, which serves as proof.
of transmission.

elrportng  Agéncis Naconsl de Vigilheis Sanitiris 850

Enviar notificacdo

tﬂ E- 2- Selec:one para enviar a notificagédo

R tinng Mg is Wanciornal the Vinpilhom ba Saanitivia GBR)

To finalize and verify that the entire notification process was successfully completed, the
notification submission status must be checked. The submission identifier that appeared after
submission should be used to locate the AckLogs (ICH ICSR Acknowledgement Message) file.
The AckLog is a confirmation message generated by the system that must be saved and verified
for each submission, as per item 5 of this Manual.

Attention!

Information on the status of sending the notification, archiving the notification and the
AckLog are available for 35 days on the Shipping Status page. For security,
download AckLog immediately after sending the notification to the

Anvisa.

After the 35-day period, it is not possible to recover any of the files. In this

case, to carry out a follow-up, change or cancellation, it will be necessary
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implies duplication of naotification in the database.

re-feed the entire notification form. This should be avoided as H

3.3. DOWNLOADING THE NOTIFICATION

To download the file, click on the “Download” option, within the “Download notification” section, as
shown in the figure below. This option will only be enabled for notifications with the mandatory
fields filled in and no errors identified in the file validation.

beporting - Agphecis Masoasl de Vighine ks Sastics (10

Fazer download da notificagso

Fazendo o download do relatonio

$! B = | Downloads - o x

sk Acesso ripido r Ll -—
H BR-ANVISATEST-O1TESTEMANUAL 1§ - . - s

@ Onediive | 4 I Arguivo XM ;- 4 - Examine se o arquivo foi baixado

158 [
! ]

S " Riernormente néia semana (11

- BOU Semana passada (9

o Rede Anteriormente neste més (6]

As stated in the previous section, it is extremely important that you download
of the notification before or after sending it to Anvisa. With this file in hand, it will be possible to edit
the file previously sent for a change or follow-up notification, without

need for retyping, or send a cancellation for the case.

Important!
The downloaded file will be in ICH E2B (R3) XML format and will be named after the

Globally Unigue Identification number of the notification in question.

If the company does not have a system to upload the E2B(R3) XML file, it can
alternatively use the notification editing functionality (see
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item 4.) to load the file and view the notification information in the related fields,
without making changes or saving or sending such data.

3.4. Editing a Notification
Editing/updating a notification should occur whenever there is new relevant information to be
added to the case or if the open case is pending evaluation.

1" passo 2" passo 3* passo 4" passo 5' passo 6' passo

Selecionar Carregara Editar Enviar Baixar Conferir o
editar Notificagdo informagdes Notificagdo Notificagdo status de
notificagdo desejada envio

It must be done from the notification file saved in the previous submission. That is why it is so
important to save the file on the computer or dedicated HD when sending the notification. It is
not possible to recover the sent file that was not saved at the time of the procedure. If this
happens, it will be necessary to fill in the entire form again.

The user has two options to start editing. The first option is to click on “Edit Notification” in the
menu. The second option is to click on Data Entry in the top menu and then on Edit Notification.

To upload the previously sent notification file (XML), after locating the file on your computer,
simply drag and drop it onto the (gray) indicator bar or click on “Browse on computer”, open
the file explorer on your computer, locate the file and upload it.

Immediately after the information is fully loaded, it will feed into a new form and be available
for viewing and editing.
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eReporting - Agincia Nacional de Vigilinga Sanitiria (BR)

Bem-vindo ao eReporting

Carregar £28

Carregar uma notificagho em formate XML E28 R2 ou 3

1 Opcdo mmp

Status de envio

eReporting - Agincia Macional de Vigilincia Sanitéria (BR)

Editar notificagao

Arraste o ' —
documento |

| I - - S

para esse local

eReposting - Agénia Nacional de Vigikinda Sanstiria (BR)

Editar notificagao

Important!

After the notification has been edited, a new one must be sent to Anvisa.

(see item 3.2) and downloaded the file again (see item 3.3) to

if you have the latest version of the notification file in your possession, if necessary in the future

notification.

In the case of follow-up of a notification previously sent by Notivisa, it will be necessary
make an initial notification in VigiMed (by manual entry or xml import) for the

further updates continue to be monitored by the system.

The Notivisa notification number can be entered in the field: Other identification of the

notification (in the E2B (R3) XML file) corresponds to data elements C. 1.9 Other Case

42



b Translated by Google

~.L ANVISA VigiMed

l Agéncia Nacional de Vigilancia Sanitaria

Identifiers). You can also include a note in the company's narrative or comments.
(in the E2B XML file it corresponds to data elements B. 5 Narrative case summary and

further information, para R2, e H Narrative case summary and further information, para R3.

3.5. CREATING A FOLLOW-UP NOTIFICATION

- -. .@9:. == @ =9

1* passo 2* passo 3* passo 4" passo 5° passo 12¢ passo
Selecionar Carregara Adicionar Enviar Baixar .

e o d & s S Conferir o
notificagdo Notificagdo informagdes Notificagao Notificagdo

g status de
de desejada A
" envio

seguimento

Monitoring or updating a notification must occur every time there is a new one.
relevant information to be added to the case or if the open case is pending

evaluation. It must be carried out from the notification file saved in the previous submission.

The user has two options to start creating the segment. The first is to click on
“Tracking Notification” in the menu. The 2nd option is to click on Data Entry in

top menu and then “Follow-up Notification”:

eboporting - Agincis Mackanal de Vigiingls Sanitars (BR)

2 Opca i anes
Bem-vindo ao eReporting 2° Opgao # Eonoen it

Criar mova rotificachs Aredar motifig ko

dac esempio quanda do © (a0 b derado e BneD oo

Fdiar rctficacio
XML E28 83 eriado por este siatema) Carvegar E28

Status do emuio

Notificagbe de seguemerts
rregue ums st

12 Opgdo -

To upload the file (XML) previously sent in the notification, after locating the file

on your computer, simply drag and drop it onto the (gray) indicator bar or click on “Browse

43



b Translated by Google

=~ ANVISA \/igiMed
_| i_ Agéncia Nacional de Vigilancia Sanitaria g

on your computer”, open file explorer on your computer, locate the file and

carry it.

Immediately after full loading, the information will feed a new

form and will be enabled for viewing and adding information.

efeporting - Agindia Nadional de Vigitincia Sanitiria (BR)

Notificacdo de seguimento

1

Arraste o i i
- Arraste & softe sua notificaho ou Progure ng compytader

documento i i

para esse local

efteporting - Agéncia Nacional de Vigilineia Sanitiria (BR)

Notificagdo de seguimento

Important!
After the end of the follow-up, a new submission must be made to Anvisa (see item
3.2) and download the file again (see item 3.3) to have in mind

possession of the latest version of the case, if necessary for future follow-up.

3.6. CANCELLING A NOTIFICATION BY MANUAL ENTRY

N -+
— B|— 3| |&|— =
1° passo 2° passo 3% passo 4* passo 5 passo
Selecionar Carregar a Verificar Incluir Enviar
anular Notificagdo informacgdes justificativa Anulagdo

notificacdo desejada

Cancellation of notifications should be performed in case the user identifies notifications

invalid, that have already been transmitted or in case of duplicate notifications.
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The user has two options to cancel a notification. The first is to click on “Cancel”
notification” in the menu. The 2nd option is to click on Data Entry in the top menu,

and then click “Cancel notification”.

eReporting - Agéncia Nadional de Vigilinda Sanitiria (BR)

Bem-vindo ao eReporting

Criar nova notificacio
Criar uma nova natificacio por meio do formulinio de entrada manual de
dados

Editar notificaco

Carregar 28
Carregar uma notificagic em formato XML £28 R2 ou R3

Status de erwio
Notificacho de seguimenta Vet envios de notficacdes dos Uitmos 35 dias

Cancellation of a naotification is carried out from the notification file saved when sending
previous. To load the file (XML) previously sent in the notification, after locating

the file on your computer, simply drag and drop it onto the (gray) indicator bar or click
in “Browse my computer”, open file explorer on your computer, locate the

file and upload it.

eReporting - Agéncia Nadional de Vigilincia Sanitiria (BR] Entrada de dados v Carregar E28  Status de envi

Anular notificacdo

— ey
2
"
a

| SSSS—

Arraste o
documento '

para esse local

eReparting - Agéncia Nacional de Vigilincia Sanitéria (BR)

Anular notificacao

eriada antenomente por este sistema

SR ANVISKTEST OTTESTEMAMUAL s Camgando 5% ~

After full loading, the natification identification information will be
presented for confirmation by the notifier. By clicking “next”, the notifier will be

directed to the justification necessary to carry out the cancellation of the case.
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Anular notificagdo

Verifique as
informacdes da -
notificagdo a ser
anulada

para “Justificativa”

eReporting - Aqéncia Nacional de Vigilincia Sanitisia (BR)

Anular notificagdo

1
i
]

Dists dia Informagao mais recente

8

Espago para
inser¢do da
justificativa

Attention!

By canceling the notification, your Unique Worldwide Identification is

closed in the system and no follow-up will be possible. If it is

an error in some version, the notification should not be canceled; it should be performed
a follow-up notification with the necessary changes using the option

edit notification.

4. NOTIFICATION WITH ICH E2B XML FILE IMPORT

4.1. TESTS FOR IMPORTING ICH E2B XML FILES
The preparation of the ICH E2B XML file must follow the data package guidelines
related to the ICH E2B standard and the Instructions for creating ICH E2B XML files (R2 and

R3) (version 2.0), available on the VigiMed Empresas page, which includes the specifications

regional for the file.

Regarding content, the same guidelines can be considered for

manual notification, set out in item 3, in addition to considering the ICH Guides.
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Important!

The ICH E2B (R3) Guide is the Implementation Guide for Electronic

Transmission of Individual Case Safety Reports (ICSRs) - E2B(R3) Data Elements
and Message Specification, available that ICH page:

https://www.ich.org/page/efficacy-guidelines

Before starting the import of the ICH E2B XML file, the company must perform validation
of some files in the VigiMed Empresas training environment, as per Instructions for
creation of ICH E2B (R2 and R3) XML files (version 2.0). While initial testing is not
completed, the company must use the manual input interface, detailed in item 3 of this
document. In the case of tests for system evolutions, the company can continue in

production with the files from the previous version, until the tests for implementation are completed.

Important!

Companies that adopt the ICH E2B XML import will be able to use the interface
manual input as an alternative tool in cases of failures in sending the

XML files, if it takes time to investigate and correct the error by

part of the company, or even by UMC/OMS.

4.2. IMPORTING ICH E2B XML FILE

To import an XML file, whether it is initial, follow-up, change or cancellation, open the
ICH E2B XML file import interface by clicking on the "Upload E2B" option.

E2B)", in the top menu of VigiMed Empresas or click on “Load E2B” in the main menu.

]
eReporting - Agéncia Nacional de Vigilinda Sanitiria (B8R Entracis de dados v | Carregar £28 1 Statusdeermic & v

Bem-vindo ao eReporting

22 Opcao

Criar nova notificacio Anular notificio

dades

6= ;- Opcao
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When you click on the "Upload E2B" option, a screen will appear containing a space

specific for loading files, which can be done in two ways:

dragging and dropping the file into the delimited space or searching for the file through the browser and

selecting it.

eeportiong - Agincis Nackonal de Viglinels Sanitinls (B

Carregar E2B

Arraste o v
documento ' i

para esse local

eReporting  Agindis Nacional de Vighieia Sanitiria B5)

Carregar E28

wheparting - Agéncis Nacional de Viglincia Sanitiris (BR)

Carregar E2B

s st pr
i g— il
1)

| B | - Selecione para enviar a notificagédo

sk gt Agincia Nackonal de Vigilincia Sanitivia - Trainieg

Arquivo enviado com sucesso

- Verifique se o processo obteve éxito

Identifu ador de envin: 31154

» B |

After dragging or selecting the ICH E2B XML file, it will start loading as

figures below. If the file is accepted, it will be uploaded and enable the “Upload” option.
(Submit)”. Click on “Submit” and the message “File uploaded successfully” will be displayed.
displayed if the notification submission process was successful. Upon completion of the
process, a submission identifier code will be displayed.

Finally, to verify that the entire notification process has been completed successfully, you must
check the Notification Sending Status. The sending ID that appeared after the

submission should be used to locate the AckLog file (ICH ICSR Acknowledgement

Message).
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The AckLog is a system generated confirmation message that will need to be saved and

verified for each shipment, as per item 8 of this Manual. The shipping status information

of the notification and the AckLog are available for 35 days on the Shipping Status page. Put

security, download AckLog immediately after sending the notification to the

Anvisa.

Attention!

This ICH E2B XML file import procedure is what should be

followed for initial, follow-up, change or cancellation notification.

In the event of an error in any version, the notification should not be cancelled; it should be
perform a change notification when importing a new ICH E2B XML file.

By canceling the notification, your Unique Worldwide Identification is

closed in the system and no follow-up will be possible anymore.

5. NOTIFICATION SENDING STATUS

5.1. CHECKING THE STATUS OF SUBMITTING THE FILE TO ANVISA

To access the Shipping Status option, the user can choose to click on the menu under “Shipping Status”.
shipping” or access it through the top menu, in the “Shipping status” option. Through this

tab, you can view the panel with the history of notifications sent in the last 35

days, both by manual entry and by importing ICH E2B XML. The following will be displayed:

following information: submission date and time, submission identifier, completion date and time

of the submission, submission status, and the submission notification and AckLog files for download.

eReporting - Agéncia Nacional de Vigitinda Sanitics (RR)

Bem-vindo ao eReporting

Criar nova notificagio Anular notificho

ar uma nova notificaslo por meo do formuitirio de entrada manual de

Editar notificacho
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eRepurtiong  Agéria Naanal de Vighins Sastirs (BR)

Selecione
Status de envio para baixar o
arquivo XML

E2B da
Hara de envio Idertificador de emrio Hora da comhabs Status [ Balaar I'IOtiﬁCa';éO

Clicar para oL o “ 1

maioges ‘{-—---; U Dezernbeo 2022 081330 UTC-3 el 1415196 Loar-foc 3 adbe2 4041 &5 14 Dezermbeo 2022 08:13.50 JUTC--3 Acete I.r-:_-"
R R e e e e 1 (]
1
detalhes | Mewifiagho dmkca da natifacio  Status i
I 5 ' H
I L]

Selecione para baixar o
AckLog: arquivo de
reconhecimento de

submissdo, gerado em

formato XML

Attention!

The Submission Status confirms whether the file has been sent to Anvisa. Only files
with “Completed” status have had their submission completed successfully.

To know if the files were received without error by Anvisa, it is necessary

check the notification AckLog file, especially in case of importing

XML ICH E2B (see item 5.2).

5.2. CHECKING THE NOTIFICATION ACKLOG
The Submission Status only shows that the report was successfully submitted from VigiMed Enterprises.
(Industry e-Reporting) to VigiMed (VigiFlow), but the latter may still reject the

file.

The means to verify whether the notification was correctly received by Anvisa (for both
interfaces) is with the loading of Acklog into the company's system, which imports Acklog into
version R3 on their systems, or reading the Acklog for companies using manual entry

or who import Acklog in version R2 into their systems.

The AckLog (ICH ICSR Acknowledgement Message) file is an acknowledgment message

generated by the system that will need to be saved and verified for each submission.
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To download and save the Acklog, under "Submission status":

« Use the notification of interest by “Sending ID",
. . 4
» Click on the icon == to download the corresponding “AckLog’.

+ Click on the icon E to download the “ICH E2B Notification XML file”.
After downloading AckLog, if you use a system that imports Acklog in version R3, load it into
system to check whether the operation was successful or whether there are errors in the notifications that
prevented its receipt in VigiMed. If you use a system that imports Acklog in version

R2 or does not have a system to load the Acklog, you need to check the file manually.

The fields and values in the Acklog file that indicate the report was loaded

correctly or not for VigiMed (VigiFlow) are as follows:
E2B R3

Received correctly

OK

AA=Accept - successfully processed!

Transmission Acknowledgement Code;
<acknowledgement typeCode="AA">

CA=Commit Accept
Acknowledgement Code for an ICSR Message;

51


file:///C:/Users/helenaw/Downloads/dc0690bd-2763-43e0-bd29-bdfdf99431be.xml
file:///C:/Users/helenaw/Downloads/dc0690bd-2763-43e0-bd29-bdfdf99431be.xml

b Translated by Google

.= ANVISA VigiMed

Agéncia Nacional de Vigilancia Sanitaria

=
-

Refused

Error

CR=Commit Reject (not loaded)
<acknowledgement typeCode="CR">

<acknowledgementDetail>

<text>Existing ICSR is nullified, followup not allowed.</text>
or

<acknowledgementDetail>
<text>Invalid MedDRA code found: 0O</text>

AE=Parsial

<acknowledgement typeCode="AE">

<acknowledgementDetail>

<text>Could not persist all information</text>

AR=Reject
<acknowledgement typeCode="AR">

<acknowledgementDetail>

<text>Could not understand the import data: The 'extension’ attribute is invalid - The value

" is invalid according to its datatype 'urn:hl7-org:v3:st' - The actual length is less than the MinLength
value., Line: 17 Position: 53. The 'extension’ attribute is invalid - The value is invalid according to its datatype
'Um:h|7'lbrg:v3:st' - The actual length is less than the MinLength value., Line: 426 Position: 51. </text>

Below is an example of E2B R3 Acklogs where the fields that need to be

verified:

<?xml version="1.0" encoding="UTF-8"?>

<MCCI_IN200101UV01 xmIns="urn:hl7- org:v3"

ITSVersion="XML_1.0" xsi:schemaLocation="urn:hl7-org:v3 MCCI_IN200101UV01.xsd"
xmins:xsi="http://www.w3.0rg/2001/XMLSchema-instance"> <id extension="842e09df-

bb47-48d3-90f9- d5d36a06c39b"

root="2.16.840.1.113883.3.989.2.1.3.20"/> <creationTime

value="20201005201537+0200"/> <responseModeCode

code="D"/> <interactionld

extension="MCCI_IN200101UV01" root="2.16.840.1.113883.1.6"/> <MCCI_INO00002UV01> <id
extension="UMC-

UMCORG-276" root="2.16.840.1.113883.3.989.2.1.3.19"/>
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;’.5 ANVISA \igiMed

| Agéncia Nacional de Vigilancia Sanitaria

<creationTime value="20201005201537+0200"/> <interactionld
extension="MCCI_INO00002UV01" root="2.16.840.1.113883.1.6"/> <processingCode code="P"/
><processingModeCode code="T"/> <acceptAckCode code="NE"/> <receiver

typeCode="RCV"> <device

determinerCode="INSTANCE"
classCode="DEV"> <id extension="UMC" root="2.16.840.1.113883.3.989.2.1.3.16"/

> </device> </receiver> <sender typeCode="SND"> <device determinerCode="INSTANCE"

classCode="DEV"> <id
extension="UMC" root="2.16.840.1.113883.3.989.2.1.3.15"/> </device> </

sender> <attentionLine> <keyWordText code="1" codeSystemVersion="1.0"

codeSystem="2.16.840.1.113883.3.9 89.2.1.1.24"/> <value value="20200929133859+0000" xsi:type="TS"/> </
attentionLine>

<acknowledgement typeCode="CA"> <targetMessage> <id extension="SE-

UMCTEST-000007"

root="2.16.840.1.113883.3.989.2.1.3.1"/> </

targetMessage>

<acknowledgementDetail> <text/></acknowledgementDetail> </acknowledgement> </MCCI_INO00002UV01>
<receiver

typeCode="RCV"> <device

determinerCode="INSTANCE"

classCode="DEV"> <id

extension="UMC"

root="2.16.840.1.113883.3.989.2.1.3.18"/
> </device> </receiver> <sender typeCode="SND"> <device

determinerCode="INSTANCE" classCode="DEV"> <id extension="UMC"

root="2.16.840.1.113883.3.989.2.1.3.17"/
> </device> </sender> <attentionLine> <keyWordText code="2"

codeSystemVersion="1.0" codeSystem="2.16.840.1.113883.3.9 89.2.1.1.24"/> <value

extension="842e09df-
bb47-48d3-90f9- d5d36a06c39b" root="2.16.840.1.113883.3.989.2.1.3.21" xsi:type="II"/> </attentionLine>

<attentionLine>

<keyWordText code="3" codeSystemVersion="1.0" codeSystem="2.16.840.1.113883.3.9 89.2.1.1.24" />
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<value value="20200929133859+0000" xsi:type="TS"/>
</attentionLine>

<acknowledgement typeCode="AA">

<targetBatch>
<id extension="a60401bb-

e8f1-4d4f-925d-66ab95d48525" root="2.16.840.1.113883.3.989.2.1.3.22" />
</targetBatch>

<acknowledgementDetail>

<text/>

</acknowledgementDetail>

</acknowledgement>

</MCCI_IN200101UV01>

File sent and received correctly:

e AA =Accept - successfully processed

* CA=Commit Accept

Attention!

After checking, if there is an error or failure, the XML file must be checked and corrected.
for new import or new form by manual entry must be

filled.

If the error persists, send the ICH E2B XML file of the error natification (generated

by the company system or saved after manual entry), the error Acklog and what

has already been carried out by the company in order to solve the problem through e-

mail vigimed.pesquisa@anvisa.gov.br.

6. FINAL CONSIDERATIONS
This is the second version of the VigiMed Companies User Manual — Clinical Research, which aims to adequately
guide the process of reporting SUSARs with medicines and biological products, when applicable, through the system,

when these are being evaluated in clinical trials in Brazil.

This Manual may be updated whenever new needs are identified, as well as when possible updates
occur in the eReporting Industry by UMC/WHO.

or in the ICH E2B Guide. The latest version will be available on the VigiMed website on the Portal of
Anvisa.

In case of system errors or access problems, send an email to

. sa@anvisa gou |

54


file:///C:/Users/helenaw/Downloads/ackLog_20201005201537+0200.xml
https://www.gov.br/anvisa/pt-br/assuntos/medicamentos/pesquisaclinica/notificacoes/notificacoes
file:///C:/Users/helenaw/Downloads/ackLog_20201005201537+0200.xml
file:///C:/Users/helenaw/Downloads/ackLog_20201005201537+0200.xml

b Translated by Google

;‘.'; ANVISA \igiMed
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For any other questions, please send your query using the Contact Us Electronic Form.
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-

Agéncia Nacional de Vigilancia Sanitaria

7. CHANGE HISTORY

\/igiMéd

update inclusions of

VigiMed Companies system.
Review of registration on VigiMed
Companies: new link,
simplification of the form and
inclusion of two new fields:
Organization Identifier

(sender organisation) and collection of
third party user data for

registration with VigiMed Companies.

Data Version|Changes Observations
02/2021 1[0 Initial version Preparation
02/2025 2|0 Manual review for Review for update
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