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ORIGINAL ARTICLE

Pembrolizumab plus Chemotherapy
in Metastatic Non-Small-Cell Lung Cancer

L. Gandhi, D. Rodriguez-Abreu, S. Gadgeel, E. Esteban, E. Felip,

F. De Angelis, M. Domine, P. Clingan, M.J. Hochmair, S.F. Powell, S.Y.-S. Cheng,
H.G. Bischoff, N. Peled, F. Grossi, R.R. Jennens, M. Reck, R. Hui, E.B. Garon,
M. Boyer, B. Rubio-Viqueira, S. Novello, T, Kurata, ).E. Gray, ). Vida, Z. Wei,

J. Yang, H. Raftopoulos, M.C. Pietanza, and M.C. Garassino,
for the KEYNOTE-189 Investigators*

CP

Gruzo Sspaiol de Cacer de Pulrdn
SparishLung Cancer Group




KEYNOTE-189 Study Design (NCT02578680)

Key Eligibility Criteria

Untreated stage IV
nonsquamous NSCLC

No sensitizing EGFR or
ALK alteration

ECOG PS0Oor 1

Provision of a sample for
PD-L1 assessment

No symptomatic brain
metastases

No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2 <1% vs 21%)

* Platinum
(cisplatin vs carboplatin)

* Smoking history
(never vs former/current)

Primary Objectives
Overall survival
Progression-free survival

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

200 mg Q3W
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Pembrolizumab
200 mg Q3W for
up to 31 cycles
+
Pemetrexed
500 mg/m2 Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed
500 mg/m? Q3W

Pembrolizumab PDP

for up to 35 cycles

apercentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay. "Patients could crossover during the
induction or maintenance phases. To be eligible for crossover, PD must have been verified by blinded, independent central radiologic review and all safety

criteria had to be met.

aPercentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay.
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Overall Survival, ITT
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Progression-Free Survival, ITT
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Response Rate and Duration, ITT

(RECIST v1.1, BICR)

Pembro/ Placebo/
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Adverse Events
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Summary of Adverse Events (All Cause)

Pembro/Pem/Platinum  Placebo/Pem/Platinum

N = 405 N = 202
Any 404 (99.8%) 200 (99.0%)
Grade 3-5 272 (67.2%) 133 (65.8%)
Led to death 27 (6.7%) 12 (5.9%)
Led to discontinuation
[ Al treatment* 56 (13.8%) 16 (7.9%) J
Any treatment 112 (27.7%) 30 (14.9%)
Pembrolizumab or placebo 82 (20.2%) 21(10.4%)
Pemetrexed 93 (23.0%) 23 (11.4%)
Platinum 31 (7.7%) 12 (5.9%)
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Renal Events

« Acute kidney injury
- Incidence: 5.2% in pembrolizumab/pemetrexed/platinum arm vs
0.5% in placebo/pemetrexed/platinum arm
- Grade 3-5 incidence: 2.0% vs 0%
- Grade 5 events: 2

* Nephritis?

- Incidence: 1.7% in pembrolizumab/pemetrexed/platinum vs
0% in placebo/pemetrexed/platinum arm

- Grade 3-5 incidence: 1.5% vs 0%

- Grade 5 events: 0

» Events associated with pembrolizumab, pemetrexed, and platinum
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Pembrolizumab + pemetrexed y platino reduce el riesgo de muerte en el
51% Median OS: NR vs 11.3 meses

. fj)S beneficio para pembrolizumab plus pemetrexed y platino es independiente de expresion
e PDL-1.

* PD-L1TPS: HR0.59 en TPS <1%, 0.55 en TPS 1-49%, and 0.42 en TPS 250%

Riesgo de progresion o muerte se reduce en el 48% con pembrolizumab
+pemetrexed y platino
e Median PFS: 8.8 vs 4.9 meses

RO y DOR superior con pembrolizumab + pemetrexed + platino
* ORR:47.6% vs 18.9%
 Median DOR: 11.2 vs 7.8 meses

Efectos Adversos frequencia y severidad similar
* Pembrolizumab no exacerba los EA asociados a pemetrexed y platino
* Excepcion de toxicidad renal

Pembrolizumab + pemetrexed y platino puede considerarse un nuevo
estandar para el tratamiento de primera linea de los carcinoma de pulmon
no escamosos metastasico independientemente de |la expresion de PD-L1

* El punto principal de discusion es la decision en pacientes TPS 250%: Pembro vs Pembro + QT:
Individualizacion del tratamiento
CP
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