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Introducao

U.S.Food and Drug Administration

{ﬁ [FDYA Drug Approval Process

Drug sponsor develops a
new drug compound and
seeks to have it approved
by FDA for salein the
United States.

FDA's Center for Drug
Evaluation and Research
(CDER) evaluates new drugs
before they can be sold.

The center’s evaluation not only prevents quackery, but also
provides doctors and patients the information they need to
use medidnes wisely. CDER ensures that drugs, both
benefits outweigh their known risks.

Drug Sponsor’s Discovery and Screening Phase

Animals Tested

Sponsor must test new
drug on animals for
toxicity. Multiple species
are used to gather basic
information on the safety
and efficacy of the
compound being
investigated/researched.

What is a drug as defined by the FDA?

A drug is any product that is intended for use in the diagnosis, cure mitigation, treatment , or
prevention of disease; and that tis intended to affect the structure or any function of the body.

20-80

The typical number of healthy volunteers used in Phase 1; this phase
emphasizes safety. The goal here in this phase is to determine what the
drug’s most frequent side effects are and, often, how the drug is
metabolized and excreted.

w |
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The sponsor submits an

Drug Sponsor’s Clinical Studies/Trials

Investigational New Drug

09

The typical number of patients used in Phase 2; this phase emphasizes

protaction.

(IND) application to FDA ¢ effectiveness. This goal is to obtain preliminary data on whether the drug works
based on the results from in people who have a certain disease or condition. For controlled trials, patients
intial testing that include, receiving the drug are compared with similar patients receiving a different
the drug’s composition and treatment—usually a placebo, or a different drug. Safety continues to be
manufacturing, and evaluated, and short-term side effects are studied.
develops a plan for testing
the drug on humans. /-
\‘ .
At the end of Phase 2, FDA and sponsors discuss how large-scale studies in Phase 3 will be done.
SPONSOR
—————————— 4

{

: IND REVIEW

| FDAreviews the IND to assure ! 7

| thatthe proposed studies, 2 S

| Generally referred to as dinical ‘ h

{ ek doxplazhmanﬁ 3 The typical number of patients used in Phase 3. These studies gather more

: harm. FDA also verifies that information about safety and effectiveness, study different populations and

i theve am adequate informed different dosages, and uses the drug in combination with other drugs.

| consent and human subject

|

|



Introducao

Who reviews new drug submissions?
A team of CDER physicians, statisticians, chemists, pharmacologists, and other

scientists review the drug sponsor’s data and proposed labeling of drugs.

Drug Labeling

FDA reviews the drug’s professional labeling
and assures appropriate information is
communicated to health care professionals
and consumers.

Application Reviewed

NDA Application

Review Meeting

What other drug products are regulated by FDA? |
Drugs include more than just medicines.For example, |
fluoride toothpastes, antiperspirants (not deodorant), "

dandruff shampoos, and sunscreens are all considered drugs. /

Since the PDUFA was passed in 1992, more

than 1,000 drugs and biologics have come to
Prescription the market, including new medicines to treat
Drug User cancer, AIDS, cardiovascular disease, and
Fee Act life-threatening infections.

PDUFA has enabled the Food and Drug Administration to bring acoess to new drugs as fast or faster
than anywhere in the world, all while maintaining the same thorough review process. Under PDUFA,
drug companies agree to pay fees that boost FDA resources, and FDA agrees to time frames for its
review of new drug applications.
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124
Introduction
119 Registration
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Development

Years

10-20

3—----------------

Basic research

10,000-25,000

A

Postmarketing
surveillance

Clinical tests
(human)

Preclinical tests
(animal)

Synthesis,
examination,
screening

Phase IV

Phase lli

Number of chemical

Source; Laurence L. Brunton, Randa Hilal-Dandan, Bigrn C. Knollmanm:
Soodman & Gilman's: The Fharmacological Basis of Therapeutics,
Thirteenth Edition: Copyright © MoGraw-Hill BEducation. All rights reserved.

entities



Introducao

e Hipocrates (460-377 aC): “Primum non nocere” \ Risk

Benefit
* 1848 Primeiro registro de uma reacao adversa a
medicamento. Morte subita durante anestesia com

cloroformio.

e 1937 EUA 107 mortes por insuficiéncia renal devidas ao excipiente dietilenoglicol
utilizado no xarope de sulfanilamida.

* 1938 FDA passa a exigir dados de seqguranca antes da comercializagao.



Introducao

e 1961: Desastre da talidomida — Focomelia
causada pelo uso do medicamento no 1° trimestre

De gestacao.

e 1964 Reino Unido institui o yellow card para notificagdao de RAM.

#YellowCard

e 1968 OMS cria o Projeto Internacional de Pesquisa Piloto para Monitorizagao de
Medicamentos.



Introducao

A

e 1978 transferéncia para a Suécia do Programa Internacional de

Monitorizacao de Medicamentos da OMS, coordenado pelo MUO%?,CS:J;Q
Uppsala Monitoring Centre. =

2001 criado o Centro Nacional de Monitorizacao de Medicamentos na Unidade de
Farmacovigilancia da ANVISA. Brasil torna-se o0 62° pais membro do programa
da OMS.



>19milhoes de relatos de suspeita de RAM (Jan2019)

Dark blue: Full member Light blue: Associate member White: Non-member

>150 membros




Conceito e objetivos

Farmacovigilancia é a ciéncia e as atividades relacionadas a deteccao,
avaliacao, compreensao e prevencao dos efeitos adversos e quaisquer outros
problemas relacionados a medicamentos.

(OMS, 2002)

Fomentar
USO seguro e
racional

(OPAS, 2010)




Defini¢oes

Uma resposta nociva e nao intencional ao uso de medicamento e que ocorre
em doses normalmente utilizadas em seres humanos para profilaxia,

diagnostico ou tratamento de doencgas.
(OMS, 2002)

Qualquer ocorréencia medica desfavoravel, que pode ocorrer durante o
tratamento com um medicamento, mas que nao possui, necessariamente,

relacao causal com esse tratamento.
(OMS, 2002)



Defini¢oes

Adesao Medicamentos concomitantes

Doencas concomitantes Dieta

. Erro de medicacao
Reacoes

Adversas a
Medicamentos

Fatores genéticos

Habitos Qutros fatores



Defini¢oes

Classificacao das RAMs

Mecanismo Gravidade

Expectativa Causalidade

(Edwards, 2000)



Defini¢oes

Classificagdo das RAMs: Mecanismo

Type of reaction Mnemonic Features

Examples

Management

A: Dose-related Augmented « Common
» Related to a phamacologica
action of the drug
# Predictable
o Low mortality

® Toxic effects:

Digoxin towicity; serotonin syndrome with S5Rls

» Side effects:
Anticholinergic effects of tricyclic
antidepressants

# Reduce dose or withhold
» Consider effects of concomitant therapy

B: Non-dose-related Bizame » Uncommon
» Mot related o a
pharmacological action of the drug
® Unpredictable

o Immunological reactions:
Penicillin hypersensitivity

» |diosyncratic reactions:
Acute porphyria

« Withhold and avoid in future

# High mortality Malignant hyperthermia
Pseudoallergy (eg, ampicillin rash)
C: Dose-related and time-related Chronic ® Lncommaon # Hypothalamic-pituitany-adrenal axis suppression # Reduce dose or withhold; withdrawal

® Related to the cumulative dose

by corticosteroids

may have to be prolonged

D: Time-related Delayed ® Uncommaon
® Usually dose-related
® Jccurs or becomes apparent
some time after the use of the drug

® Teratogenesis (eg. vaginal adenocarcinoma
with diethylstiloestrol)

® Carcinogensasis

® Tardive dyskinesia

& (ften intractable

E: Withdrawal End of use « Uncommon
® Jcours soon after withdrawa
of the drug

» Opiate withdrawal syndrome
& Myocardial ischasmia (B-Dlocker withdrawal)

# Reintroduce and withdraw slowly

F: Unexpected failure of therapy Failure ® Commaon
» [ose-related
o Often causaed by drug interactions

® [nadequate dosage of an oral contraceptive,
particularly when used with specific
engyme inducers

# [ncrease dosage
# Consider effects of concomitant therapy

S5RIs=serotonin-selective reuptake inhibitors.
Table 1: Classification of adverse drug reactions



T84 Ministério da Saide

Definiges - e —

Classificagdo das RAMs: Expectativa o ouemewne

Medicamento: | |

Empresa: | |
Periodo de Publicacéo: | |a|

Registros por Pégina:

http://www.anvisa.gov.br/datavisa/fila bula/index.asp

Esperado

opeuadsau


http://www.anvisa.gov.br/datavisa/fila_bula/index.asp

Def'mgoes Evento Adverso Nao-Grave

Classificacao das RAMs: Gravidade = nenhum dos critérios abaixo

\
‘ Morte ou risco de morte

\
‘ Hospitalizagao (ou prolongamento)
|
- ‘ Incapacidade significativa ou persistente
|
‘ Anomalia congénita

/

‘ Evento clinicamente significante
/




Defini¢oes
Classificagdo das RAMs: Causalidade

Aspectos a serem analisados:

. conhecimento efeito da
relagao . .
previo do evento retirada do
temporal ,
observado farmaco
efeito dare- existéncia de investigagoes
exposicao ao causas (dados
farmaco alternativas laboratoriais)

definida, provavel, possivel, improvavel, condicional/nao classificado, nao acessivel/ nao classificavel



Na pratica: A Notificacao
e

Fluxo de
Trabalho
NFV/CVvS/spP

PERIWEB

Triagem

Contato com
o notificador

e

Relatdérios
Periodicos

Discussdao
de casos

Geragio de sinais de seguranga

e medidas sanitarias _!'.l_

o g

ANVISA

analise de
causalidade



Na pratica

;.= ANVISA

Agéncia Nacional de Vigilancia Sanitaria

|
_l

céfo g Méﬂaﬁria

Resolucdo - RDC n® 4, de 10 de fevereiro de 2009 (DOU 11/02/2009)

Dispoe sobre as normas de farmacovigilancia
para os detentores de registro de medicamentos
de uso humano.

PORTARIA CVS 05 de 05 de fevereiro de 2010

Atualizacdo do fluxo de notificagcbes em farmacovigilancia para
os Detentores de Registro de Medicamentos no Estado de Sé&o Paulo

e da providéncias correlatas;



sy .- ANVISA
N d p I'at ICA 1T Agéncia Nacional de Vigilancia Sanitaria
Escopo da notificagdo Cen roammﬁaﬁna

Erro de Uso nao
medicagao aprovado

AbU SO Intoxicacao Inefetividade Intera (}5 0



.- ANVISA

Agéncia Nacional de Vigilancia Sanitaria

Na pratica

Capitulo 3 - Da notificacao e seus prazos
Prazo da notificacao

Art. 5° As notificagoes relacionadas a farmacovigilancia, conforme descrito
no artigo 2° desta Resolucio, devem ser encaminhas por meio do sis-
tema eletronico de notificacio do SNVS definido pela Anvisa, obede-

cendo aos critérios e prazos a seguir:
[.  Osdetentores de registro de medicamentos deverdo notificar ao
SNVS, o mais breve possivel, todo evento adverso grave ocorri-
do em territorio nacional que envolva obito ou risco de morte,
. sendo estabelecido o prazo méximo de 7 (sete) dias corridos a

@’* partir da data de recebimento da informacdo do EA;

x? * II.  Osdetentores de registro de medicamentos deverdo notificar ao
N OTlVl SA SNVS, o mais breve possivel, os demais eventos adversos graves
ocorridos em territorio nacional, ndo contemplados pelo inciso
[ deste artigo, sendo estabelecido o prazo méximo de 15 (quin-
ze) dias corridos a partir da data de recebimento da informacdo

\igiMed

- L



Na pratica

Prazo da notificacao

Periweb

Comunique aqui
problemas com
medicamentos
ou cosméticos

NOTIFIQUE!

Eventos Adversos e
Queixas Técnicas de
Produtos

Sistema de Notificacao
de Seringas e Agulhas

Evento
Toxico/Intoxicacao

o Mléﬁaﬁria

Da notificagdo e seus prazos

Art. 9° As notificacdes relacionadas a farmacovigilancia deverdo ser
encaminhadas, conforme descrito no artigo 3° desta Portaria, exclusivamente por
meio do sistema eletrdnico de notificacdo do CVS / SES — SP, disponivel no sitio
WwWw_cvs_saude sp.gov.br, cbhedecendo aos critérios e prazos a sequir:

| - Os DRM deverdo notificar ao CVS / SES — SP, 0o mais breve possivel, todo
evento adverso gue envolva dbito, mesmo o0s ndo confirmados por profissionais de
salde, sendo estabelecido o prazo maximo de 7 (sete) dias comidos a partir da
data de recebimento da informac¢do do EA;

Il - Os DRM deverdo notificar ao CVS / SES — SP, 0 mais breve possivel, os
demais eventos adversos graves, confirmados por profissionais de saude, ndo
contemplados pelo inciso | deste artigo, sendo estabelecido o prazo maximo de 15
(quinze) dias corridos a partir da data de recebimento da informacao do EA;

Il - Os DRM deverdao nofificar ao CVS / SES — SP os eventos adversos nao
graves e confirmados por profissionais de salde, sendo estabelecido o prazo
maximo de 90 (noventa) dias comidos a pariir da data de recebimento da
informacao do EA;



Na pratica

PV Legislation under

RDC 0.4/2009 Public Consultation
Portaria CVS o5/2010
Nov2018
ANVISA as ICH ICH Guidelines
Member Implementation
Nov2016 Nov2021

( harmonisation for better health




BRASIL Servigos Simplifique! Participe Acesso a informacdo Legislagdo Canais

Ir para o contetido [l Ir para o menu Ir para a busca Ir para o rodape ACESSIBILIDADE ALTO CONTRASTE MAPA DO SITE ENGLISH &

ANVISA Buscar no portal Q

AGENCIA NACIONAL DE VIGILANCIA SANITARIA

[~ IS
£4 webmail Perguntas Frequentes| Legislacdo | Contato | Servicos da Anvisa | Dados Abertos | Area de Imprensa
VOCE ESTA AQUI:  PAGINA INICIAL RSS CPS 551 E 552 DISCUTEM NORIMAS DE FARMACOVIGILANCIA
Anvisa esclarece .IRSS

PARTICIPACAO SOCIAL

R CPs 551 e 552 discutem normas de
Fletronico farmacovigilancia

Sistema Eletrénico de
Informacgdes (SEI)

Consulte a situacéo
de documentos

Consultas Publicas visam estabelecer requisitos e padrdoes de trabalho para os detentores de registro
SNGPC de medicamentos, além da criagdo de conteldo para relatério periodico de avaliagdo de beneficio-risco.

http://portal.anvisa.gov.br/rss/-/asset publisher/Zk4q6UQCjgPn/content/id/4879013



http://portal.anvisa.gov.br/rss/-/asset_publisher/Zk4q6UQCj9Pn/content/id/4879013
http://portal.anvisa.gov.br/rss/-/asset_publisher/Zk4q6UQCj9Pn/content/id/4879013
http://portal.anvisa.gov.br/rss/-/asset_publisher/Zk4q6UQCj9Pn/content/id/4879013

\VigiMed

Notificacao de Eventos Adversos a Medicamentos

Notificador > Notificacdo > Resumo = Concluido

Seja bem-vindo(a)!

Utilize o formulario para relatar rea¢des adversas, erros de medicacéo e inefetividade, entre outros problemas relacionados a medicamentos e vacinas. Queixas técnicas devem ser relatadas pelo Notivisa.
Em caso de dificuldades com esta notificagédo, contate-nos pelo telefone: 0800 642 9782.

Notifiqgue mesmo se:
- ndo houver certeza de que foi o medicamento que causou o problema
- ndo possuir todos os detalhes.

* = Campo obrigatorio, @ = Bot&o de ajuda

Notificador

E-mail * || |
dioma-
Notificador * () | v

9925852

Digitar os caracteres ‘ ‘
exatamente como na imagem

*

L) Eulieaceito o termo‘ Proxima pagina ‘

http://portal.anvisa.gov.br/vigimed



http://portal.anvisa.gov.br/vigimed

Formulario CIOMS |
Council for International Organizations

of Medical Sciences

SUSPECT ADVERSE REACTION REPORT

LREACTIN [FORMATIN
| PATIENT ISTTIALS. |ACCHINTRY 2 DATE OF BIRTH IAGE |35EN 4.4 REACTION ONSET 812 CHECK ALL
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MO EVENT ARLTE

AFTER STOPPDG NG
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15 D TLY De0SE
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D'I'IS\. DHJ DFH.

18 THERAPY DATES{Frem Tl
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IROCRODAITANT DRUGE ARD DATES OF ADMINIETRA TR (Endude thine usel 16 e eoesth

3 DTHEE RELEVANT HETORY

FMANLFACTURER
e

n
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144 REPORT SOURCE
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DL‘IIIAL DEH.LI:M‘II D FIMAL
=L

https://cioms.ch/wp-content/uploads/2017/o5/cioms-forma.pdf



https://cioms.ch/wp-content/uploads/2017/05/cioms-form1.pdf
https://cioms.ch/wp-content/uploads/2017/05/cioms-form1.pdf
https://cioms.ch/wp-content/uploads/2017/05/cioms-form1.pdf
https://cioms.ch/wp-content/uploads/2017/05/cioms-form1.pdf
https://cioms.ch/wp-content/uploads/2017/05/cioms-form1.pdf

Gerenciamento de Risco

Risco =
probabilidade de
ocorréncia de
um dano

Como sabemos que estamos diante de um risco?



Gerenciamento de Risco

Dados

l

Informacgao

|

Conhecimento .




Gerenciamento de Risco

Deteccao de Sinais

Signal: information that arises from one or multiple sources
(including observations and experiments), which suggests a new
potentially causal association, or a new aspect of a know
association, between an intervention and an event or set of related
events, either adverse or beneficial, that is judget to be of
sufficient likelihood to justify verificatory action.

CIOMS VI, 2010



Gerenciamento de Risco

Medical Dictionary for
‘ IH' MedDRA Regulatory Activities

https://www.meddra.org/

*Designated Medical Events (DME)
Lista de PTs MedDRA definida pelo EMA que contempla termos medicos cuja causa
esta frequentemente associada a medicamentos (classe farmacologica ou
terapéutica)

Ex. Acute kidney injury, Agranulocytosis, Anaphylactic reaction, Drug-induced liver injury, Rhabdomyolysis,
Stevens-Johnson syndrome, Toxic epidermal necrolysis

Disponivel em: https://www.ema.europa.eu/human-regulatory/post-authorisation/pharmacovigilance/signal-manage

System Organ Class
Gastrointestinal disorders

High Level Group Term

Gastrointestinal signs and
symptoms

High Level Term

Nausea and vomiting
symptoms

Preferred Term
Nausea

Lowest Level Term
Feeling queasy



Gerenciamento de Risco

Qualidade e credibilidade da informacao
Grau de consisténcia com o perfil beneficio-risco
Forca de evidéncia

Identificacao = Analise e Avaliacao e
. Validagao o . -
do sinal priorizacao Confirmacao

Dados cumulativos do banco de dados interno e externo
Estudos com animais e estudos clinicos

Epidemiologia do evento e da populagao tratada
Informacdes de bula, estimativa da exposigao

Analise de casos individuais
Disproporcionalidade



Gerenciamento de Risco

Conhecer orisco e prevenir-se



Gerenciamento de Risco

Tomada de agao

Plano de
Gerenciamento de
Risco

Relatério Periddico
de Seguranca

Brochura do Termo de
investigador consentimento




Gerenciamento de Risco

. - Notificacdo as
Comunicagao autoridades

sanitarias

/4

Cartas aos
profissionais de
saude




ANVISA e a ~ PROFISSIONAL MEDICO:

AGENCIA NACIONAL DE VIGILANCIA SANITARIA

-
B4 webmail Perguntas Frequentes| Legislagéo| Contato| Servigos da Anvisa | Dados Abertos Area de Imprensa ALTERAGAO DE
VOCE ESTA AQUI:  PAGINA INICIAL INFORMAG®OES TECNICAS HIDROCLOROTIAZIDA BULA DA
Consulte a situagao . ;
Area: GGMON Nuamero: 72018 Ano: 2018
de documentos

Peticionamento
Eletrénico Resumo:
A Geréncia de Farmacovigilancia alerta sobre o aumento do risco de céncer de pele ndo-melanoma decorrente do uso

cumulativo de hidroclorotiazida

Sistema Eletrénico de
Informagdes (SEI)

SNGPC
Identificagcdo do produto ou caso:
Hidroclorotiazida
ATUACAO
Regulamentagao Problema:
Registros e Aumento do risco de cancer de pele ndo-melanoma (carcinoma basocelular e carcinoma de células escamosas) com o uso
Autorizagoes cumulativo de hidroclorotiazida, diurético amplamente utilizado (isoladamente ou em associag@o com outros farmacos) para o

B tratamento da hipertens&o arterial bem como para o controle de edemas.
Fiscalizagao e

globo.com g1 globoesporte gshow videos ASSINE JA MINHA CONTA EMAIL~ | ENTRAR »

BEM ESTAR

BLOG DA DOUTORA ANA ESCOBAR

Alerta: uso de hidroclorotiazida e
cancer de pele ndo-melanoma

Por Ana Escobar
vy OB @

10/12/2018 0BhOO - Atualizado ha 4 meses

https://g1.globo.com/bemestar/blog/ana-escobar/post/2018/12/10/alerta-uso-de-hidroclorotiazida-e-cancer-de-pele-nao-melanoma.ghtml
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Gerenciamento de Risco

FVG Rotina

RMP — Risk Management Plan

Plano de Farmacovigilancia / \

Plano de Minimizacao de Risco
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Intervencao sinals

Evaluation Report
Relatorio PSUR — Periodic Safety
Update Report

RPF — Relatorio Periodico de
Farmacovigilancia

’\ PBRER - Periodic Benefit Risk
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Baixa qualidade
das informacoes

Sub-notificacao




Discussao

Subnotificagao

" Estima-se que aproximadamente 10% das reacoes adversas
graves e 2-4% das reacoes nao-graves sao reportadas

" Baixa aderéncia de profissionais de saude e pacientes ao
metodo passivo de farmacovigilancia

" Baixa qualidade dos relatos e dificuldades no
acompanhamento dos casos

1 - Causes for the underreporting of adverse drug events by health professionals: a systematic review. Rev Esc Enferm USP 2014; 48(4):739-47

2- Key pharmacovigilance stakeholders” experiences of direct patient reporting of adverse drug reactions and their prospects of future development in the
European Union. Public Health 155 (2018) 119-128



Discussao
Subnotificagao

= Dentre as principais causas da subnotificacao estao:
= Desconhecimento sobre como notificar
= |ndiferenca, falta de interesse ou tempo
= Falta de treinamento de farmacovigilancia para profissionais de saude

= Falta de conhecimento sobre a responsabilidade de notificacdo

® Principais necessidades:

= Divulgacao da importancia da farmacovigilancia e de como realizar as notificacoes

= Simplificacdo dos métodos de notificagao

1 - Causes for the underreporting of adverse drug events by health professionals: a systematic review. Rev Esc Enferm USP 2014; 48(4):739-47

2- Current trends in pharmacovigilance: value and gaps of patient reporting. International Journal of Clinical Pharmacy. 2018,



Discussao

Baixa qualidade das informacgoes
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Média: 0.46 e 430.000 (13%) relatos classificados como bem
documentados
1/8 relatos com dados safisfatorios
2/3 originados da Europa e 2/3 de médicos
Proporcdo de relatos bem documentados:
- 24% meédicos, 16% farmacéuticos, 14% outros HCPs e 4 %
consumidores

E2B (VigiFlow) - 0.61 (29%) X INTDIS - 0.53 (22%)
Top 5: Itdlia, Alemanha, Espanha, Tailéndia e EUA

Revisdo de resultados restringida a paises com pelo menos 1.000
relatos no total no VigiBase:
— Maior proporcdo de relatos bem documentados: Itdlia - 5%
— Dinamarca e Noruega: mais de 60% consumidores/ndo-HCPs

Bergvall, T. et all. vigiGrade: A Tool to Identify Well-Documented IndividualCase Reports and Highlight Systematic Data Quality lssues; Springe
International Publishing Switzeriand 2013, December 2013 .

vigiGrade amM)

Uppsala
Monitoring
Centre
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Be active about your own health and well being

/ Uppsala
Monitoring
Centre

Telling your doctor about possible side effects will lead to safer drugs and better health for all.



VigiAccess™

Distribution

¥Adverse drug reactions (ADRs])

P Blood and lymphatic system disorders (74)
empagliflozin contains the active ingredient(s): Empagliflozin. P Cardiac disorders (329)

Result is presented for the active ingredient(s). » Congenital, familial and genetic disorders (39)

i . ' . .
Total number of records retrieved: 10401. ¢ > Ea;anq Ia:’.'rmtdh d's(olrf;rs (57)
ndocrine disorders

P Eye disorders (181)
P> Gastrointestinal disorders (1479)

Iempagliflozin

Distribution P General disorders and administration site conditions (1462)
P Hepatobiliary disorders (79)
?Adverse drug reactions (ADRs) P Immune system disorders (57)

P Infections and infestations (2345)

P Injury, poisoning and procedural complications (476)
¥Geographical distribution P Investigations (1758)

P Metabolism and nutrition disorders (2266)

Continent Count Percentage
Africa 5 0

Americas 4575 44

Asia 1338 13

Europe 4149 40

Oceania 334 3

http://www.vigiaccess.org/
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EudraVigilance

Number of Individual Cases  Number of Individual Cases received over time  Number of Individual Cases by EEA countries  Number of Individual Cases By Reaction Groups
"BySex  BySeriousness  ByReporterGroup By Geographic Origin

By Age Group

as» =K@

(

Choose how you want to see the number of individual cases identified in EudraVigilance for JARDIANCE (up to May 2019)

Reaction Groups

Blood and lymphatic systemdisorders
Cardiac disorders
Congenital, familial and genetic disorders

Ear and labyrinth disorders |

Endocrine disorders |

Eye disorders
Gastrointestinal disorders
General disorders and administration site conditions

Hepatobiliary disorders |

Immune systemdisorders

Infections and infestations

Injury, poisoning and procedural complications

Investigations

Metabolism and nutrition disorders

Musculoskeletal and connective tissue disorders

Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Nervous systemdisorders

Pregnancy, puerperium and perinatal conditions

Product issues |

Psychiatric disorders

Renal and urinary disorders

Reproductive systemand breast disorders
Respiratory, thoracic and mediastinal disorders

Skin and enhritananns tisene dicnrdare

https://www.ema.europa.eu/en/human-requlatory/research-development/pharmacovigilance/eudraviqilance/access-eudravigilance-data
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SNGPC Iniciativa visa coletar informacdes sobre o processo de notificagdo no Brasil, além de dados
profissionais de saude responsaveis por esta atividade.
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