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Introducéo

Os inibidores de correceptores CTLA-4, PD-1 e PD-L1 revolucionaram
o arsenal farmacoldgico antineoplasico nas Uultimas décadas. O
conhecimento e manejo das reacdes adversas séo imperativos para
os desfechos favoraveis e efetividade terapéutica, notadamente em

suas peculiaridades clinicas e laboratoriais.

Casuistica e Métodos

Revisdo bibliografica no PubMed e Science. Utilizou-se termos
Descritores em Ciéncias da Saude e palavras relacionadas a
inibidores de checkpoints, reacdo adversa imunomediada e
imunotoxicidade. Estudos de reagGes adversas imunomediadas no

periodo 2016 a 2022 no idioma portugués e inglés foram incluidas.
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Figura 1: Mecanismos de acédo dos inibidores do checkpoint anti-PD(L)-1 e anti-
CTLA-4. Complexo principal de histocompatibilidade MHC-I tipo I, receptor de
células T TCR, célula apresentadora de antigeno APC, agrupamento CD de
diferenciagdo, morte celular programada PD-1 1, ligante 1 de morte celular
programada PD-L1, antigeno associado a linfécitos T citotéxicos CTLA-4 -4.

Resultados

Estudos demonstram que a toxicidade de anti-CTLA4 e anti-PD1/PD-L1 podem afetar o equilibrio do sistema imunolégico notadamente com reagdes
dermatolégicas, gastrointestinais, hepaticas, pulmonares e endocrinolégicas. Relatos na literatura descrevem, em menor frequéncia, a aplasia pura de
série vermelha, sindrome de Guillain—Barré, nefrite, miocardite como toxicidades imunomediadas. O grau de imunotoxicidade é classificado de acordo
com Common Terminology Criteria for Adverse Events onde grau 1 € leve, grau 2 moderado e grau 3 e 4 de importancia clinica e gravidade. Das
reacdes frequentes que precisam de atencéo devido complicagdes, ao uso dos inibidores de CTLA-4 aparecem diarreia com 30% (5% grau 3 e 4), colite
5% (grau 3 e 4), rash 30% (15% grau 3 e 4), exantema 30% (grau 1) a 35% (grau 2, 3 e 4), endocrinopatias como o distUrbio de tireoide e adrenal
somam 4% (grau 1, 3 e 4), hepatite 4% (1% grau 3 e 4) e pneumonite menos que 1% em todos os graus. Ao uso de anti-PD-1/PD-L1, a ocorréncia de
problemas gastrointestinais € menor, em média a 15% (2% grau 3 e 4), toxicidade cutanea 15% (2% grau 3 e 4), hepatotoxicidade 7% (2% grau 3 e 4)
e eventos adversos pulmonar 7% (2% grau 3 e 4). Em relagdo ao tempo para surgimento das reacdes ainda é condicional pois sdo capazes de

acontecer no primeiro contato com a droga de forma imediata ou ndo e até mesmo apds varias aplicacdes.

Common Terminology Criteria
for Adverse Events (CTCAE)

Version 5.0
Published: November 27, 2017

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
National Institutes of Health

National Cancer Institute

Common Terminology Criteria for Adverse Events (CTCAE) v5.0
Publish Date: November 27, 2017

Introduction Grades Grade 5
The NCI Cominon Termiinalogy Critera for Grade refers 1o the severity of the AE. The CTCAE | Grade 5 (Death) is not spprapriate for some AES
B8 i i displays Graces 1 jith unigue clinical fot an eption.
can be uiilized for Adverse Event (AE) reporting. A | descriptions of severity for exch AE based on this
rading [severity) scale is provided for each AE general guideline: Definitions
term, Abrief Definiticn is provided to clarify the
Grade 1 Mild; i ing AL term, A single dash (-
o diagnostic ieates 8 Definition & e
soc obsenations anly; intervention
System Organ Class (SOC], the highest level of the pt indicated

MedDAA* hierarchy, is identified by anatomical or
Bhysiologiesl system, etiology, oF purpose (& &,
SOC Invesstigations for laboratory test results]
CTCAE terms are groupedby MedDRA Primary
SOCS. Within each SOC, AES are lsted and

Navigational Notes
A Navigational Note is used 10 assist the reporter
in choosing a correct AE. It may list ather AEs that
should be considered in addition to ot in place of
Grade 3 Severe or medically significant but nor | e AE in question. A single dash [ indicates 3

Grade 2 Maderate; minimal, local o

atcompanied p Navigatienal Note has not been defined for the AE
haspitalization or prolengation term.

CTCAE Terms ization indicated;

A0 Aduerse Event [AE) s any unfavorabe and disabling; limiting sell care Activities of Daily Living (DL}

unintended sign (including an 2bmormal ADL"™ “instruenental ADL refer ta preparing meals,

Iabiratory finging), symptom, or disease
temporally assaciated with the use of a medical
trestment or procedure that may of fay 0L be
Considered related to the medical treatment or
procedure. An AE is &term that s & umque
representation of a specific event used for
medical documentation 2nd scientific analyses.
Each CTCAE 4.0 e s & MESDRA LLT (Lowest
Level Term).

Grade 4 Life-threatening consequences; urgent
intervention indicated.
Grade § Death related to AF

A Semi-calon indicates ‘or’ within the description
of the grade.

A single dash (-} indicates a Grade is not available.
Not all Grades are appropriate for all AES.
Therefore, some AEs are listed with fewer than
five options for Grage selection

shopping for groceries or clothes, using the
telephone, Managing money, etc

#*seif eare ADL refer 10 bathing, dressing and
undressing, feeding self, using the toilet, taking
medications, and not bedridden,

gy . MecdORA refr o e MectORA MSSO Web e e furmu meddro rgi.

Figura 2: Common Terminology Criteria for Adverse Events (CTCAE).

Conclusodes

O conhecimento, identificagdo precoce e manejo adequado das potenciais reagdes imunomediadas associadas aos inibidores de correceptores

condicéo sinequanon para garantir a eficacia e antecipacéo terapéutica garantindo a qualidade e seguranga clinica dos pacientes.

Contato

Fabio Sousa— Farmacéutico.

E-mail: fabio.sousa@ oncologicadobrasil.com.br




	Slide 1

