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Objetivos:

Ensaios Clinicos - |
-Avaliar a eficacia terapéutica do produto de
Fase 2 pesquisa;

-Determinacéao da dose e regime terapéutico;

-Perfil de seguranca a curto prazo.

Conducéo:
-25 ~ 100 voluntarios;

-Portadores da patologia ou condicdo em
estudo;

-Duracéo de semanas a meses;




“Study of Nivolumab in Patients With Classical

Hodgkin’s Lymphoma - CheckMate-205"’

Estudo de Fase 2 de Nivolumab como monoterapia indicado para pacientes com Linfoma de Hodgkin

classico apés transplante autélogo de células-tronco e falha terapéutica no tratamento com
brentuximab vedotina.

> Endpoint primario: taxa de resposta geral determinada pelo Comité Independente de Analises Radioldgicas (CIAR).

> Endpoint secundarios e outros: duragdo da resposta, segurancga, avaliacdo do loci PD-L1 / PD-L2 e expresséo
proteica PD-L1/ PD-L2.
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Linfoma Classico de Hodgkin
(cHL)

o Alvo terapéutico do Nivolumab:
Descricao:

-Receptores PD-L1 e PD-L2,
associados a resposta imune
mediada por linfécitos T;

-Neoplasia que envolve linfécitos B anormais,
chamados de células de Reed-Sternberg;

-Promove inchaco nos linfonodos, dor, febre,

) : : -Superexpressao dos receptore
fadiga e outros sintomas relacionados; P P P

PD-L protege as células contra
resposta imune;

-Nivolumab atua bloqueando tais
receptores.



Desenho do estudo

- Estudo Multicéntrico envolvendo 34
centros de pesquisa distribuidos entre
Europa, Canada e EUA,

- 80 voluntarios;
- Nao-comparativo;

- Bracgo-unico.

Critérios de Inclusao

-Portadores do cHL que apresentaram recaida
apos quimioterapia padrao, seguida pelo
transplante de células tronco e terapia com
brentuximab vedotin

-ldade igual ou superior a 18 anos

Critérios de Exclusao

-Doencas auto-imunes;

-Diabetes Mellitus 1, Vitiligo e/ou Psoriase;
-Radioterapia recente (até 3 semanas antes);

-Tratamento com outros anticorpos recente (ate 4
semanas antes);



Endpoints

% de pacientes que

e Resposta tumoral foi avaliada a partir de:
apresentaram melhor

Primario
Taxa de Resposta
Geral

Secundarios

e

s

resposta geral de
remissao total ou
parcial do tumor;

avaliacéo do CIAR
embasada nos
critérios determinados
pelo International
Working Group, 2007

Duracéo da resposta;
Taxa parcial e
completa dg

@0 parcial e
completa de remisséao;
Avaliacéo do PI para
duracédo da resposta
geral;
Qualidade de vida;
Analise PD-L1/PD-L2

o Exames de imagem nas semanas 9, 17,
25,37,49, 65,81, 97,123 e 146;

o Para pacientes com acometimento da
medula d&ssea também se analisou
resultados de bidpsia

Exames de imagem;

Investigacdo de células células de Reed-
Sternberg.
o  Exames imunohistoquimicos

Aplicacdo de questionarios para anélise de QoL.
o EQ-5D;
o EORTC QLQ-C30 (European Organization
for Research and Treatment of Cancer
Quality-of-Life Questionnaire—Core 30);



Procedimentos

e Intervencdo investigada: beneficio
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e Exames de imagem.
o Tomografia computadorizada;
o Ressonancia magnética.



Resultados

Table 2

Objective response rate as assessed by the IRRC and investigators

Response IRRC Investigator
(n=80) (n=80)

53 (66:3%), 54-8-76'4 58 (72-5%), 61-4-81-9

. . *
Objective response rate

ENDPOINT PRIMARIO

Taxa de resposta geral = 66.3% (53/80)

ENDPOINTS SECUNDARIOS E
EXPLORATORIOS

Duracdo média da resposta = 7.8 meses;

Taxa de resposta geral (Pl) = 72.5%;

Qualidade de Vida aumentou;

EQ-5Q: aumento da média em 18 pontos

comparando baseline e semana 33 (62 vs.
80)

EORTC QLQ-C30: melhora nos scores

Best overall response t
Complete remission 7 (8-8%) 22 (27-5%)
Partial remission 46 (57-5%) 36 (45:0%)
Stable disease 18 (22-5%) 18 (22:5%)
Progressive disease 6 (7-5%) 3(38%)
Unable to determine 3 (3'8%): 1 (13%)§

Data are n (%) or 95% CI. IRRC=Independent Radiologic Review Committee.

*
Objective response rate was defined as the percentage of treated patients with a best overall response of complete remission or partial remission

according to the revised International Working Group criteria for Malignant Lymphoma (2007 criterial 8).

fBest overall response was defined as the best response designation recorded between the date of the first dose and the date of initial objectively
documented progression per the 2007 International Working Group criteria or the date of subsequent therapy, whichever occurred first.

#
*n=2, no post-baseline tumour assessment available before or on the day of subsequent therapy (if any); n=1, all post-baseline tumour assessments
before or on the day of subsequent therapy (if any) are unknown.

‘éNo radiographic assessment was performed after the first dose of nivolumab.

sintomas, funcional e saude global
comparado a baseline.



Adverse events”

Table 3

Event All-cause adverse events (N=80) Drug-related adverse events (N=80)
Grade 1-2  Grade3 Graded4 Gradel-2 Graded Graded
Total patients with an adverse event 46 (58%) 26(33%) 6 (8%) 51 (64%) 17 (21%) 3 (4%)
Fatigue 29 (36%) 0 0 20 (25%) 0 0
Pyrexia 24 (30%) 1(1%) 0 11 (14%) 0 0
Diarrhoea 21 (26%) 0 0 8 (10%) 0 0
Nausea 19 (24%) 0 0 10 (13%) 0 0
Upper respiratory tract infection 18 (23%) 1(1%) 0 0 0 0
Pruritus 18 (23%) 0 0 8 (10%) 0 0
Rash 15 (19%) 2(3%) 0 12 (15%) 1 (1%) 0
Arthralgia 17 (21%) 0 0 11 (14%) 0 0
Infusion-related reaction 16 (20%) 0 0 16 (20%) 0 0
Nasopharyngitis 16 (20%) 0 0 0 0 0
Vomiting 12 (15%) 1(1%) 0 6 (8%) 0 0
Constipation 12(15%) 0 0 5 (6%) 0 0
Dyspnoea 8(10%) 2(3%) 0 2 (3%) 1(1%) 0
Peripheral neuropathy 10 (13%) 0 0 3 (4%) 0 0
Abdominal pain 7(9%) 2(3%) 0 4 (5%) 2(3%) 0
Myalgia 9(11%) 0 0 6 (8%) 0 0
Bronchopneumonia 9(11%) 0 0 0 0 0
Back pain 8(10%) 1(1%) 0 2 (3%) 0 0
Headache 8(10%) 1(1%) 0 2 (3%) 0 0
Anaemia 6 (8%) 2(3%) 0 2 (3%) 0 0
Hyperglycaemia 7(9%) 1(1%) 0 4 (5%) 0 0
Increased lipase 3 (4%) 3 (4%) 2 (3%) 2 (3%) 2(3%) 2(3%)
Neutropenia 3(4%) 4(5%) 0 3 (4%) 4(5%) 0
Decreased appetite 6 (8%) 1(1%) 0 2 (3%) 0 0
Increased amylase 3 (4%) 2(3%) 0 2 (3%) 2(3%) 0
Increased aspartate aminotransferase 3 (4%) 2(3%) 0 2 (3%) 2(3%) 0

ENDPOINTS SECUNDARIOS E
EXPLORATORIOS

Eventos adversos mais relatados ( = 15%) foram
fadiga, rash e reacéo relacionada a infuséo.

> Classificagdo 3 / 4. neutropenia e

aumento no nivel de lipase (n=4) mais

incidentes

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the labeling.

* Immune-Mediated Pneumonitis [see Warnings and Precautions (5.1)]

* Immune-Mediated Colitis [see Warnings and Precautions (5.2)]

* Immune-Mediated Hepatitis [see Warnings and Precautions (5.3)]

* Immune-Mediated Endocrinopathies [see Warnings and Precautions (5.4)]

+ Immune-Mediated Nephritis and Renal Dysfunction [see Warnings and Precautions
(5.5)]

* Immune-Mediated Skin Adverse Reactions [see Warnings and Precautions (5.6)]

* Immune-Mediated Encephalitis [see Warnings and Precautions (5.7)]

Mediated Adverse R
* Infusion Reactions [see Warnings and Precautions (5.9)]
* Complications of Allogeneic HSCT [see Warnings and Precautions (5.10)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates

observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of

another drug and may not reflect the rates observed in practice.

e Other Immu

[see Warnings and Precautions (5.8)]

The data in the Warnings and Precautions section reflect exposure to OPDIVO as a single agent
in 1994 patients enrolled in the CHECKMATE-037, CHECKMATE-017, CHECKMATE-057,
CHECKMATE-066, CHECKMATE-025, CHECKMATE-067, CHECKMATE-205,
CHECKMATE-039 trials or a single-arm trial in NSCLC (n=117); OPDIVO 1 mg/kg with
ipilimumab 3 mg/kg in patients enrolled in CHECKMATE-067 (n=313) or another randomized
study (n=94); and OPDIVO 3 mg/kg admint d with 1pil » 1 mg/kg in 666 patients
enrolled in CHECKMATE-214 or CHECKMATE-142.

The data described below reflect exposure to OPDIVO as a single agent in 13 clinical trials
(n=3063), OPDIVO with 3 mg/kg ipilimumab in 1 clinical trial (n=313), and OPDIVO with
I mg/kg ipilimumab in 2 clinical trials (n=666) [see Clinical Studies (14)].




Limitacao:

-Braco-unico.

Resultados
-Perfil de Seguranca aceitavel,
-Condizente com os achados da Fase |;

-5 dos pacientes refratarios
responderam ao Nivolumab;

-Taxa de resposta de 66%.
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