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Descricao: Ensaio randomizado, fase |lI,

multicéntrico, intervencional, duplo cego,

controlado por placebo.
N = 713 participantes randomizados.

Prazo: 2014 -2023.

Endpoint primario: SVG e SLP.

Endpoint secundario: taxa de resposta objetiva;

duracao da resposta;, proporcao de pacientes
vivos por periodo; farmacocinética, resposta

imunologica ...
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Critérios de Inclusao

- Idade 2 18 anos.

 Evidéncia documentada de NSCLC (localmente
avancado, irressecavel, Estagio lll).

* Pelo menos 2 ciclos de QT a base de CDDP ¢/ RT.

« Status de Desempenho da Organizacao Mundial.
da Satude (OMS)de O a 1.

- Expectativa de vida estimada de mais de 12

semahnas.
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Critérios de exclusao

+ Exposicao prévia a qualquer anticorpo anti-PD-1 ou anti-PD-L1.

« Doenca autoimune ativa ou anterior ou  histéorico de
imunodeficiéncia.

- Evidéncia de doencas sistémicas graves ou nao controladas,
incluindo diatese hemorragica ativa ou infec¢ées ativas, incluindo
hepatite B, C e HIV.

 Evidéncia de doenca descontrolada, como insuficiéncia cardiaca
congestiva sintomatica, hipertensio nao controlada ou angina
pectoris instavel.

* Qualquer toxicidade nao resolvida CTCAE >Grau 2 da terapia de
quimioterapia anterior.

 Doenca inflamatéria intestinal ativa ou previamente documentada

(por exemplo, doenca de Crohn, colite ulcerativa).
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Método

Pacientes
NSCLC

irressecaveis
Estagio Il
( n=983)

2:1

60-66Gy em 30-33 fx + QRT (n =175/237)

SVG =33,4%
SLP =19,0 %

60-66Gy em 30-33 fx + QRT >>>
Durvalumab 10mg/Kg (n = 268/476)
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No. of Events/ Median OS

(2?.3 to 39.6)

Arm Total No. of Patients (%) (95% CI), Months
Durvalumab 264/476 (55.5) 47.5 (38.1 to 52.9)
83.1% Placebo 156/237 (65.4) 29.1(22.1 10 35.1)
(95% €1, 79.4 10 86.2) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)
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No. at risk:
Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 0
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Time Since Random Assignment (months)

No. of Events/ Median PFS

Arm Total No. of Patients (%) (95% Cl), Months

Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9)

Placebo 175/237 (73.8) 5.6 (4.8107.7)

Stratified HR (95% Cl): 0.55 (0.45 to 0.68)
55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)’
(95% Cl, 51.0 to 60.2)
‘ 45.0%
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No. at risk:
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 8 81 78 67 57 34 22 11 5 0

Placebo

237 164
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No. of Events / No. of Patients (%)

Unstratified HR
(95% Cl)

Durvalumab Placebo
All patients 268/476 (56.3)  175/237 (73.8) @
Sex
Male 192/334 (57.5)  122/166 (73.5) —o—
Female 76/142 (53.5) 53/71 (74.6) I
Age at random assignment
< 65 years 140/261 (53.6) 100/130 (76.9) —o—
> 65 years 128/215 (59.5)  75/107 (70.1) —e—
Smoking status
Smoker 246/433 (56.8)  158/216 (73.1) —o—
Nonsmoker 22/43 (561.2) 17/21 (81.0) 4——
NSCLC disease stage
1A 132/252 (52.4) 95/125 (76.0) —o—
1B 130/212 (61.3) 77/107 (72.0) —e—
Tumor histologic type
Squamous 138/224 (61.6)  74/102 (72.5) —e—
All other 130/252 (51.6) 101/135 (74.8) —eo—
Best response to prior treatment
Complete response 5/9 (55.6) 4/7 (57.1)
Partial response 126/237 (53.2) 85/112 (75.9) —e—
Stable disease 133/223 (59.6) 84/115 (73.0) —e—
Prior chemotherapy type
Gemcitabine-based 4/9 (44.4) 3/5 (60.0)
Non-gemcitabine-based 264/467 (56.5)  172/232 (74.1) @
Cisplatin 146/266 (54.9) 94/129 (72.9) —o—
Carboplatin 114/199 (57.3) 76/102 (74.5) —e—i
Cisplatin and carboplatin 5/8 (62.5) 4/5 (80.0)
Last radiation to random assignment
< 14 days 62/120 (51.7) 49/62 (79.0) e —
> 14 days 206/356 (57.9)  126/175 (72.0) ——
WHO PS
0 - Normal 127/234 (54.3) 82/114 (71.9) —e—
1 - Restricted” 141/242 (58.3)  93/123 (75.6) —e—
Region
Asia 58/109 (53.2) 48/68 (70.6) ———y
Europe 131/217 (60.4) 76/102 (74.5) ——
North and South America 79/150 (52.7) 51/67 (76.1) F—e—
Race
White 195/337 (67.9)  117/157 (74.5) —®—
Black or African American 7/12 (58.3) 2/2 (100.0)
Asian 62/120 (51.7) 51/72 (70.8) b
Other® 3/6 (50.0) 5/6 (83.3)
EGFR or ALK aberration status
Positive? 21/29 (72.4) 11/14 (78.6) F
Negative 169/317 (53.3) 124/165 (75.2) —e—
Unknown 78/130 (60.0) 40/58 (69.0) —e—
PD-L1 expression level
>25% 61/115 (53.0) 33/44 (75.0) —e—r
< 25% 105/187 (56.1) 77/105 (73.3) —e—
Unknown 102/174 (58.6) 65/88 (73.9) —e—
1%-24% (post hoc analysis) 50/97 (561.5) 36/47 (76.6) ——
> 1% (post hoc analysis) 111/212 (52.4) 69/91 (75.8) —e—
< 1% (post hoc analysis) 55/90 (61.1) 41/58 (70.7) ——
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0.58 (0.48 to 0.70)

0.61 (0.48 to 0.76)
0.52 (0.36 to 0.74)

0.46 (0.36 to 0.60)
0.76 (0.57 to 1.01)

0.61 (0.50 to 0.75)
0.33 (0.17 to 0.63)

0.53 (0.40 to 0.69)
0.64 (0.48 to 0.85)

0.71 (0.54 to 0.94)
0.48 (0.37 to 0.63)

Not calculated®
0.56 (0.43 to 0.74)
0.57 (0.44 to 0.76)

Not calculated?
0.58 (0.48 to 0.70)
0.55 (0.42 to 0.71)

0.62 (0.47 to 0.83)
Not calculated?

0.45 (0.31 to 0.66)
0.64 (0.51 to 0.80)

0.62 (0.47 to 0.82)
0.54 (0.41 to 0.70)

0.60 (0.41 to 0.88)

0.61 (0.46 to 0.82)
0.47 (0.33 to 0.67)

0.58 (0.46 to 0.73)
Not calculated®
0.57 (0.39 to 0.83)
Not calculated®

0.82 (0.39 to 1.71)
0.52 (0.41 to 0.65)
0.74 (0.51 to 1.09)

0.44 (0.29 to 0.67)
0.64 (0.48 to 0.86)
0.60 (0.44 to 0.82)
0.51 (0.33 to 0.78)
0.47 (0.35 to 0.64)
0.80 (0.53 to 1.20)




Conclusao

* Vantagem de sobrevida com imunoterapia em
um ambiente de intencao curativa.

* SVG robusta e sustentada em 5 anos.

* Beneficio duradouro de SLP em 5 anos.

 Resposta antitumoral duravel e uma
frequéncia reduzida de metastases.

* Nova referéncia para o padrao de atendimento

neste cenario.
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