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ICH E2B (R3)

E2B(R2) published as final

EudraVigilance goes live with E2B(R2)

ICH E2B(R3) implementation guide published

EU ICSR Implementation guide published

.. cudraVigilance implements E2B(R3)

h EMA's Management Board endorses Mandatory use of E2B(R3)
me  to be applicable from 30 June 2022
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1 ICH E2B (R3)
PRINCIPAIS ALTERACOES (1)

eEstrutura dos dados

eCodigo dos campos
eCampos hovos

eCampos eliminados
eSeccoes repetiveis
eDimensao dos campos
eValores nulos (NullFlavor)

elistas de valores
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PRINCIPAIS ALTERACOES (2)
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‘ PRINCIPAIS ALTERACOES (3) - EMENDA

8 NN = F

C. 141 Report Nullification/Amendment
C1.11.1 “"Report Nullification/Amendment”
© Used to indicate that a previously transmitted ICSR needs to be
wporterd amended without the receipt of new significant information (e.g.
some items have been corrected) Value = "Amendment”
cl.11.2 "Reason for Nullification/Amendment”
Used to specify the reason for the amendment
9 C.1.5 "Date of most recent information for this report” must
wport ot remain unchanged for a nullification or amendment report if no

new information on the case has been received from a primary
source



PRINCIPAIS ALTERACOES (4) - EMENDA

| A =N

Razdo da Emenda (EMANC1.11.2)

{

Emenda (EMA)

There may be instances, where an ICSR which has already been submitted may need to be amended for example
when, after an internal review or according to an expert opinion some items have been corrected (such as adverse
event/reaction terms, seriousness, seriousness criteria or causality assessment) but without receipt of new
information that would warrant submission of a follow-up report. The same would apply where documentations
mentioned in an ICSR, translations or literature articles are requested by competent authorities and are further sent as
attachments in line with ICH E2B(R3).

Guideline on good pharmacovigilance practices (GVP) Module VI — Collection, management and submission of reports of suspected adverse

reactions to medicinal products (Rev 2)
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PRINCIPAIS ALTERACOES (5) - NOTIFICADOR

| N = Y

C.2.r.5 “"Primary Source(s) for Regulatory Purposes”
*This data element identifies, which primary source to use for
;wﬁ regulatory purposes and in case of multiple resources, it
il identifies the source of the World Wide Case Unique Identification
number

*This source should identify where the case occurred

It is required that one C.2 "Primary Source of Information” is
flagged for regulatory purposes

Value = Primary (can only be used once for one C.2 block)
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Notificador

PRINCIPAIS ALTERACOES (6) - NOTIFICADOR

€

© Null Havor

Tipo de Notificador Profissional de Salide

Notificador 1 (C.2.r) - Profissional de Satide

Notificador Primério (C.2.r.5)
Nome Proprio (C.2.r.1.2) *
Apelido(s) (C.2.r.1.4) *

Local de Trabalho (C.2.r.2.1)

Concelho (C.2.r.24) *
Caodigo Postal (C.2.r.2.6)
Pais (C.2.r.3) *

Telefone/telemével (C.2.r.2.7)

Area de Atividade/ Especialidade

Voltar

Farmacia

SACOOR DO RIVIERA - Carcavelos (Cascais)

Lisboa

Portugal

Hospitalar

« | ASKU

ASKU

¥ Localidade

& Qualificagdo (C.2.r.4) *

M Email

e Ne Carteira/Cédula Profissional

Carcavelos

Farmacéutico

t@infarmed.pt

11204

Gravar
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PRINCIPAIS ALTERACOES (7) — REFERENCIA DE LITERATURA

€

At , A .

C.4 - Literature Reference(s) \

0..n
CAr - Literature References (repeat as necessary)
C.4r.1 - Literature Reference(s)

C.4.r.2-Included Documents

Informagdo Principal

N Submissdo TE-X202008-12 WWID (C.1.8.1) PT-MAHTEST1-202008. .. Estado Finalizada

Estado da Imputacio Data da Rececdo Empresa (Inicial) (C.1.4) 17-09-2017 | Eca:as)da Rececdo Empresa (Mais Recente) o4 ng op17

Data da Rececdo SNF (Inicial) (C.1.4) 24.05.2020 Data da Rececdo SNF (Mais Recente) (C.1.5) 14012021 Dété de Envic EMA (Inicial) (C.1.2)

Data de Envio EMA (Mais Recente) (C.1.2) Data de Envio TAIM (Inicial) | Data de Envio TAIM (Mais Recente)

Classificacdo de Relatorio Case Tipo de Relatério (C.1.3) Outro - Gravidade Sim -
Critérios de Gravidade Hospitalizacdo = Sem RAM WMiaster Case

Safety Report ID (C.1.1) PT.MAHTEST1.202008. Notificagdo Imediata (C.1.7) * - [ ni .

Referéncias de Literatura (C.4.r.1) Refarancia de Literatita
Referéncia de Literatura 2

Historico

MNarrativa




q ICH E2B (R3)
PRINCIPAIS ALTERACOES (8) - DOCUMENTQOS

e €
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_.1.6.1.r.2  "“Included Documents” (attachments) allows to include the actual
o content if the sender chooses to send the document
wo,vmd Media Type: Application/PDF, image/jpeg, application DICOM,
text/plain
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ICH E2B (R3)
PRINCIPAIS ALTERACOES (9) - DOCUMENTOS

Documentos
Adicionar
Nome < Descricio < Tipo < Envio EMA <
Teste.pdf (C.1.6.1.r.2) Descrigao exemplo (C.1.6.1.r.1) XML Sim Editar  Eliminar
Adicionar Documento
Tipo * * I
Nome

| —— R B

% Selecionar

Descricao

Envio EMA MNao o

Adicionar Cancelar
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PRINCIPAIS ALTERACOES (10) - DOENTE

| =<1

D.2.3 “Patient Age Group (as per reporter)”
‘ ;mrﬂ *A new| age group has been added: Value = "Foetus”
oot
D.7.3 “Concomitant Therapies”
This data element indicates at the time of the reaction that there
.tnﬂ! were concomitant therapies such radiotherapy, drug class,
‘mf,!m‘

dietary supplements or other products not otherwise describable
in Section G: Value = True

Details should be provided in narrative section H.1
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.7 1.6 “"Family History”

‘Use this data element when the medical information provided
z.mtﬂ for D.7.1.r is reported also to be present in another family
s member (e.g. hereditary diseases): Value = True

PRINCIPAIS ALTERACOES (11) - DOENTE

e A v

‘This data element is not used when the same medical concept is
already provided in D.10.7 “"Relevant Medical History and
Concurrent Conditions of Parent”

Detailed information should be provided in narrative section H.1.
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| ‘ PRINCIPAIS ALTERACOES (12) - MEDICAMENTO
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e A v

“Characterization of Drug Role”

*There is a new value: '‘Drug not administered’ to be used for:

i) Clinical trials where an adverse event occurred after the informed
consent was signed but prior to the administration of the study drug (such
as during the screening period or washout procedure); the adverse event
should in general be reported as per the trial procedure. In that case only
sections G.k.1, Gk.2 and G.k.8 are to be completed for section G

ii) Medication error if the patient did not actually receive the prescribed
drug (MedDRA LLT code to be captured in Section E.i)

*The information on the suspect cause of the event should be provided in
the narrative H.1

«Comments can be provided by the reporter in H.2 and by the sender in
H.4
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PRINCIPAIS ALTERACOES (13) - MEDICAMENTO

‘ | N = Y

G.k.2.1 “Medicinal Product Unique Identifier/Pharmaceutical Product Unique
Identifier”

This section provides the necessary data elements for the relevant
ISO IDMP identifiers as follows:

*G.k.2.1.1a MPID Version Date / Number

1b Medicinal Product Identifier (MPID)

G.k.2.1.
*G.k.2.1.2a PhPID Version Date/Number
*G.k.2.1.2b Pharmaceutical Product Identifier (PhPID)
P NOTE: This will become applicable when the ISO IDMP related
portord identifiers become available

Meanwhile capture the information in D.8.r.1 "Name of Drug as
Reported”



PRINCIPAIS ALTERACOES (14) - MEDICAMENTO

e =P .

"Dosage and Relevant Information” (repeat as necessary)

*Data elements G.k.4.r.1 through G.k.4.r.3 should be used to provide
dosage information

‘The way to provide dosage information is changing

Field R2 value R3 value
Gkdria 10 10

Gk4r1b mg mg

B.4k.5.3 3 element removed
Gkdr2 1 8

Gk4.r3 day hours
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‘ PRINCIPAIS ALTERACOES (15) - MEDICAMENTO
;ﬂ" = YK

G.k.4.r.7 “Batch/Lot Number”
Several batch numbers can now be repeated within the drug section
.tﬂ‘{" *Expiration date and other related information should be reflected in
oo G.k.11 'Additional Information on Drug’ (free text)

*Batch/lot number for biologics — value is mandatory and should be
completed with the value or an appropriate nullflavor



. . . i —
o

‘ PRINCIPAIS ALTERACOES (16) - MEDICAMENTO
| AN = YK

G.k.4.r.9 “"Pharmaceutical Dose Form”

P *This section provides the data elements for the relevant ISO IDMP
Wari,mﬂ identifiers as follows (to be used once available):
- G.k.4.r.9.2a Pharmaceutical Dose Form TermID Version
Date/Number

- G.k.4.r.9.2bPharmaceutical Dose Form TermID

If the Pharmaceutical Dose Form TermlID is not available, free text in
G.k.4.r.9.1 should be used
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G.k.4.r.10.

oot o

PRINCIPAIS ALTERACOES (17) - MEDICAMENTO

-8 S =<7

“"Routes of Administration”
*This section provides the data elements for the relevant ISO IDMP

identifiers as follows (to be used once available):

- G.k.4.r.10.2a Route of Administration TermID Version Date /
Number

- G.k.4.r.10.2b Route of Administration TermID
*Until ISO IDMP identifiers are available, use the existing code list
attached in Appendix I of the ICH ICSR IG
For a parent-child/foetus report, this data element indicates the
route of administration for the child/foetus (patient); this is usually
an indirect exposure, such as transmammary, but can include more
usual routes of administration for other drugs given to the child
‘Parent route of administration should be provided in G.k.4.r.11.
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PRINCIPAIS ALTERACOES (18) - MEDICAMENTO
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G.lc.7.r “Indication for Use in Case” (repeat as necessary)
*Indication for use can now be repeated within the drug section
without the need to repeat the entire drug section
\
ot *The following data elements are available to capture the indication
as reported as well as the MedDRA version and the MedDRA code
- G.k.7.r.1 Indication as Reported by the Primary Source (free
text)
- G.k.7.r.2a MedDRA Version for Indication
- G.k.7.r.2b Indication (MedDRA code)

fw?
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1 ICH E2B (R3)
PRINCIPAIS ALTERACOES (19) - MEDICAMENTO

=T & . N

G.k.10.r “"Additional information on Drug (coded)” (repeat as necessary)
*This data element captures additional information on the drug
pod pertinent to the case

oo -Values allowed are:
—Counterfeit
—QOverdose
—-Drug taken by the father
-Drug taken beyond expiry date
-Batch and lot tested and found within specifications
—-Batch and lot tested and found not within specifications
—Medication error
-Misuse
-Abuse
—Occupational exposure
—-Off label use

-

-
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PRINCIPAIS ALTERAC@ES (20) - MEDICAMENTO

P
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Medicamentos & Null Favor

(i ] Campos EU

Medicamento (G.k)

Dados do Medicamento

Medicamento Notificade * Envolvimento (G.k.1) * Suspeito -
Tipo de Medicamento Nome Comercial © outro

Nome do Medicamento (G.k.2.2)

Substancia Ativa (G.k.2.2.EU.2)

Dosagem (G.k.2.2.EU.4)

Forma Farmacéutica {(G.k.2.2.EU.5)

Acondicionamento Primario
(G.k.2.2.EU.6)

Dispositive Médico (G.k.2.2.EU.7)

Uso Pretendido (G.k.2.2.EU.8)

Nome do TAIM (G.k.3.3) S
Ddl -
ATC

Dose Cumulativa & Data de

Tipo de Autorizacao AIM - Autorizago de Introdugdo| ¥ 5 0 ancia da RAM (G.k.5a) 12 Mg milligra ~

Idade Gestacional & Data da 17

Mé - i il
Exposicio (G.k.62) 2 Es(es) Medida Tomada (G.k.8) -

Q medicamento foi reutilizado? * | Informacgao Adicional (G.k.10.r) hd

Informacdo Adicional (Texto Livre)
(G.k11)
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PRINCIPAIS ALTERACOES (21) - MEDICAMENTO
: ~T

Dose Administrada (G.k.4.r)
Adicionar
Dose Administrada 1
Dose (G.k.4.r.1a) = | Intervalo de Tempe (G.k.4.r.2) -
Data de Inicio (G.k.4.r.4) ASKU ~ | Datade Fim (G.k.4.r.5) ASKU A4
Duragdo do Tratamento v | Lote(G.k4.r.7) ASKU i
(G.k.4.r.63)
Forma Farmacéutica ASKU «» | Forma Farmacéutica (G.k.4.r.9.2h) -

(Texto Livre) (G.k.4.r.8.1)

Via de Administracdo ASKU « | Viade Administracio (G.k.4.r.10.2b) =
(Texto Livre)(G.k.4.r.10.1)

Via de Administracdo do ASKU + | Via de Administracio do
Progenitor (Texto Livre) ! Progenitor (G.k.4.r.11.2b)
(G.k4.r.11.1)

Informacdo  Adicional

[Posologia) (G.k.4.r.8)

Eliminar

Dose Administrada 2

«

Indicagio Terapéutica (G.k.7.r)

»

Adicionar

Indica¢do Terapéutica Reportada pelo Notificador (Gk.7.r.1) ¢ Indicagdo Terapéutica ¢  Indica¢do Terapéutica (Cédigo) (G.k.7.r.2b) ¢
vémito Vomiting blood 10047702 Eliminar
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PRINCIPAIS ALTERAC@ES (22) - MEDICAMENTO

€

Medicamento Paracetamol Dinepar A

Intervalo Entre o Inicio do Medicamento

e o il da T IGRAN3Ta v Intervalo Entre a Ultima Dose e o Inicio da RAM v

(G.k.9.1.3.2b)

Ocorreu @ mesma Reacdo com a reutilizacdo?

(Gk9.1.4) Néo aplicavel

Medicamento BUSULFAN A

Intervalo Entre o Inicio do Medicamento

v Intervalo Entre a Ultima Dose e o Inicio da RAM v
e o Inicio da RAM (Gk.9.1.3.1a) : Il

(G.k.9.1.3.2b)

Ocorreu a mesma Reacdo com a reutilizacdo? G
(Gk9.1.4) ald

Eliminar



PRINCIPAIS ALTERACOES (23) - REACAO

e A v

:

E.i.3.2 "Seriousness Criteria at Event Level”
@ NOTE: The seriousness criteria are provided at reaction/event level and no
w;.artmﬁ longer at case level as specified in ICH E2B(R2)

*More than one seriousness criteria can be chosen

If the reaction is non-serious, the seriousness criteria data elements
E.i.3.2.a up to E.i.3.2.f should be left blank

*In cases of foetal demise such as miscarriage, (where the ICSR should be
prepared only for the parent being the patient), the seriousness criterion
is ‘Other medically important condition’.

*Depending if the parent (being the patient) experienced complications,
the seriousness criterion could also include ‘life-threatening” and/or
‘hospitalisation’.
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ﬁ PRINCIPAIS ALTERACOES (24) - REACAO

e =P

E.i.8 “"Medical Confirmation by Healthcare Professional”
P NOTE: medical confirmation is now captured at reaction level
(wport o In E2B(R2) medical confirmation was captured at case level
(A.1.14)

If an event is reported by a non healthcare professional
(e.g. lawyers, consumers), this data element indicates

whether the occurrence of the event was subsequently

confirmed by a healthcare professional
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PRINCIPAIS ALTERACOES (25) - REACAO
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E.i.S “Identification of the Country Where the Reaction/Event
- Occurred”
portord NOTE: the country where the reaction occurred is now captured

at reaction level (see examples in the ICH ICSR IG)

In E2B(R2) the occurrence country is captured at case level
(A.1.2)
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PRINCIPAIS ALTERAC@ES (26) - REACAO

ReagBes Adversas © Null Favor

P

€

Reagdo (E.1) P
Reacdo Comunicada pelo Notificador (E.1.1.1a) * Delirium Induced by metabolization... Reagdo Comunicada pelo Netificador (Lingua) (E.1.1.1b) * -
Reacdo Comunicada pelo Notificador (Tradugdo) (E.1.1.2) Reacdo (LLT) Drug interaction D
Reagdo (LLT) (Codigo) (E.1.2.1b) 10013710 p Reagdo (PT) Drug interaction
Reagdo (PT) Atual Drug interaction Reacdo (SOC Primaria) General disorders and administrati...
Reagdo (SOC Primaria) Atual General disorders and administrati...

Reagéo (SOC Tedas) General disorders and administration site conditions

Critérios de Gravidade RAM (E.1.3.2) Morte v v Evolucdo da Reacdo (E.1.7) * v
Reacdo Descrita ? ¥ Fonte

Data de Inicio (E.1.4) NASK v Data de Fim (E.1.5) NASK v
Duragdo da Reagdo (E.1.6a) ¥ Confirmagdo Médica por um Profissional de Satide? (E.1.8) v
Pais de Ocorréncia (E.1.9) - Tratamento da RAM v

m

Tratamento da Reacdo Adversa IME DM



ICH E2B (R3)
PRINCIPAIS ALTERACOES (27) - NARRATIVA

e €
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H.1 “"Case Narrative Including Clinical Course, Therapeutic Measures,
p Outcome and Additional Relevant Information”
e\"i““‘ *The field length of the case narrative have been extended substantially
W from 20000 AN to 100000AN

*A narrative must be provided for cases related to serious adverse
reactions
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NI (No Information) — Sem informacao

PRINCIPAIS ALTERACOES (28) — NULLFLAVOR

P L= K

MSK (MaSKed) — Omissao por questdes de seguranca/privacidade
UNK (UNKnown) — Desconhecido

NA (Not Applicable) — Nao aplicavel

ASKU (ASKed but Unknown) — Questionada mas desconhecida
NASK (Not ASKed) — Nao questionada”



ICH E2B (R3)

:

A

. PRINCIPAIS ALTERACOES (29) - ACKNOWLEDGEMENT
NI

r——10. A

AA — Acknowledgement Accepted (01)
AE — Acknowledgement Error (02)

AR — Acknowledgement Rejected (03)
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PRINCIPAIS ALTERACOES (30) - RESUMO

\j P = Y
-‘ Outras Informagdes ‘ Avaliacdo ‘ XML Duplicados |

Iniciais (D.1) AS % Tipo de Notificador Qualificacsio

€

Sexo (D.5) e - Industria Médico
Data de Nascimento (D.2.1) MSK v
Idade & Data da RAM (D.2.2a) 32 Ano(s) v
Grupo Etario (D.2.3) -

(+) (4

Medicamento Reag¢do Comunicada Critérios de Gravidade
Notificado Envolvimento Tipo Medicamento Da pelo Notificador Reacdo (LLT) RAM Evolugdo da Reagdo
Suspeito Nome... | PIPERACILLI.. Blood albumin Blood

Suspeito Nome... | MEROPENEM




ICH E2B (R3)
PRINCIPAIS ALTERACOES (31) - TESTES

NI

Adicionar

Data do Teste (F.r.1) UNK b Nome do Teste (Texto Livre) (F.r.2.1)

Y
Nome do Teste p Nome do Teste (Codigo) (F.r.2.2b) p
Resultado do Teste (Cdigo) (F.r.3.1) v Resultado do Teste (F.r.3.2) v NINF v
Resultado do Teste (Texto Livre) (F.r.3.4) Limite Inferior Ref. (F.r.4)

%

Limite Superior Ref. (F.r.5) Mais Informacdo (F.r.7) v
Comentarios (F.r.6)

4

Eliminar

Teste2

«
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PRINCIPAIS ALTERACOES (32) — OUTRAS INFORMACOES

. .

Comentarios do Notificador (H.2)

The reporter assessed the event of Fanconi syndrome as serious (medically significant) and causality with rituximab was not
reported. The reporter did not describe the event rituximab indicated for stage IV Burkitt lymphoma.

N4

Comentarios do Remetente (H.4) This case is a master made from existing duplicates in EudraVigilance by the EMA duplicate management team. The case
numbers of the underlying duplicates are in the Other Case Identifiers section Causality of event fanconi syndrome (unlisted, -
serious) is not assessable in the absence of therapy date of our product that would establish a temporal relationship.

Comentarios da Autoridade

s
Resumo em Inglés
4
Diagnéstico do Remetente (H.3.r) A
Adicionar
Diagnésitco do Remetente © Diagnéstico do Remetente (Codigo) (H3.r.1b) <
Vomit aspiration 10074056 Eliminar
Comentarios do Notificador (Lingua Nativa) (H.5.r) P
Adicionar

Comentérios do Notificador (H5.r.1a) ¢ Comentérios do Notificador (Lingua) (H.5.r.1b) ¢

Comentéarios do notificador exemplo Portugués Eliminar
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PRINCIPAIS ALTERAC(~)ES (33) - AVALIACAO

= S \= I

Medicamento BUSULFAN

Adicionar nova Entidade

Fanconi syndrome A

Intervalo Entre o Inicio do Horals) ; Intervalo Entre a Ultima ;
Medicamento e o Inicio da RAM ~ _ . Dose e o Inicio da RAM

(Gk.9.1.3.1a) (Gk.9.1.3.2b)

Ocorreu a mesma Reagdo com a Reacao Descrita?

reutilizagdo? (G.k.9.1.4)

Entidade que Avalia Método de Avaliagdo Resultado da Avaliagdo
(Gk9.1.2r1) ¢ (Gk9.1.2r2) ¢ (Gk9.1.2r3) ¢
Autoridade Reguladora (NCA) Introspecéo Global Definitiva Eliminar
Company Método Bayesiano N&o Relacionada Eliminar




ICH E2B (R3)
INFORMACAO A RETER

ICH E2B (R3)

Termos EDQM

Formas
farmaceuticas

Vias de
administracao
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Sitio da EMA
https://www.ema.europa.eu/en/human-regulatory/research-
development/pharmacovigilance/eudravigilance

Change management plan
https://www.ema.europa.eu/en/documents/other/mandatory-use-iso-icsr/ich-e2br3-edgm-
terminology-dosage-forms-df-routes-administration-roa en.pdf

ICH E2B(R3) Individual Case Safety Report (ICSR) Specification and Related Files
http://estri.ich.org/e2br3/index.htm

EU Individual Case Safety Report (ICSR) Implementation Guide (Doc. Ref. EMA/51938/2013 Rev 2)
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-union-
individual-case-safety-report-icsr-implementation-guide en.pdf
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