Imunoterapia de primeira linha em pacientes
sem mutações dirigidoras e PD-L1 ≥ 50%
Eu recomendo imunoterapia isolada
(First line immune checkpoint inhibitor therapy in
non-small-cell lung cancers with PD-L1 ≥ 50% and
no actionable mutations)
I reccomend imunotherapy alone
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Immune checkpoint inhibitors for NSCLC
(squamous cell carcinomas and adenocarcinomas)
anti-PD-1 pembrolizumab (1st line PD-L1 IHC ≥50%, 2nd line PD-L1 IHC ≥1%)
(1st line advanced, irrespective of PD-L1 IHC, with carboplatin/pemetrexed)
anti-PD-1 nivolumab (2nd line, irrespective of biomarker PD-L1 IHC)
anti-PD-L1 atezolizumab (2nd line, irrespective of biomarker PD-L1 IHC)
(1st line advanced, irrespective of PD-L1 IHC, with carboplatin/paclitaxel/bevacizumab)
anti-PD-L1 durvalumab (locally advanced after chemoradiation)
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Harnessing the immune system to treat lung cancer
(PD-1 and PD-L1 antibodies [remove the breaks of the immune system])

Ribas A., et al. N Engl J Med 2012; 366:2417-2519.

FDA approval of anti-PD-1 pembrolizumab for second line therapy
of advanced NSCLC (KEYNOTE-010 clinical trial)

KEYNOTE
-010
Herbst R et al. The Lancet 2016

pembrolizumab - PD-L1 >1% expression using the clone 22C3 pharmDx kit
ORR 18% duration response NR (> 10-12 mths)
median PFS 3.9 months

PFS

median OS 10.4 months

OS

PD-L1 immunohistochemical (IHC) staining
22C3 assay using tumor proportion score (TPS)
Membranous/cytoplasmic staining of
tumor cells (% with any staining calculated)

Staining of tumor infiltrating immune cells (TIICs)
- Lymphocytes, plasma cells, histiocytes
- Only scored in some assays (SP124)
Hirsch FR et al. J Thorac Oncol. 2017

Pembrolizumab’s response rate increases with PD-L1 expression
using 22C3 IHC assay
Best response rates (>35%) seen in tumors with PD-L1 TPS≥50%
pembrolizumab 2mg/kg or 10 mg/kg q3 weeks
ORR 19.4% (95% confidence interval [CI], 16.0 to 23.2)
ORR 36.6% (95% CI, 22.1 to 53.1) if PD-L1 ≥50%
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Garon EB, et al. NEJM 2015; 372:2018.

FDA approval of anti-PD-1 pembrolizumab for first line therapy of
advanced NSCLC (KEYNOTE-024 clinical trial)

KEYNOTE
-024
Reck M et al. NEJM 2016

pembrolizumab - PD-L1 ≥50% expression using the clone 22C3 pharmDx kit
ORR 44.8% duration response NR (1.9-14.5 mths)
median PFS 10.3 months

PFS

6-month survival 80.2%

OS

Longterm outcomes of KEYNOTE-024 clinical trial:
Survival and Toxicities

Reck M, et al. JCO 2019; 537.

Anti-PD-1 pembrolizumab in combination with chemotherapy for first line
therapy of advanced NSCLC (KEYNOTE-189 and -407 trials)

KEYNOTE
-189
Progression-free survival

Overall survival

Gandhi L et al. NEJM 2018

PD-L1 IHC
TPS ≥50%
ORR 61.4%

Further considerations of KEYNOTE-189 trial:
Toxicities

PD-L1 ≥ 50%: Why choose pembrolizumab alone versus combination
pembrolizumab+carboplatin+pemetrexed (other chemo-IO-VEGF combinations)?
- Long-term efficacy (outside response rate) may be similar
- ORR 45% (pembrolizumab) vs 61% (combination)
- Duration of response > 15-18 months (pembrolizumab alone)
- 12-month OS 70% (Keynote-024 pembrolizumab)
- 12-month OS 73% (Keynote-189 pembrolizumab)
- Toxicities are lower with single agent therapy
- Grade 3-5 CTCAE toxicities 31% pembrolizumab
(mostly immune-mediated)
- Grade 3-5 CTCAE toxicities 53% chemotherapy
(+ add 31% from pembrolizumab)
- Lower costs for health system / Patient satisfaction
- Infusion times
- Management of toxicities
- Cost of drug(s)

Lisberg A. + Garon EB.
JCO 2019: 529.

- Ability to switch to cytotoxic chemotherapy at progression
- Outcomes of chemotherapy after initial PD-1/PD-L1 antibody
IO are similar if not improved when compared to 1st line
chemotherapy alone

Medical Oncology management of evidence-based
therapies for advanced non-small-cell lung cancer March 2019 (BIDMC)

Medical Oncology management of evidence-based
therapies for advanced non-small-cell lung cancer circa 2004 (BIDMC)

Internal Data - BIDMC

PD-L1 ≥ 50%: Example of a case with superb outcome with
pembrolizumab alone
_65-year-old Chinese man with 40-pack-year history of tobacco use presented
with hemoptysis and absence of neurologic symptoms.
_Staging studies showed a primary right upper lobe mass with additional
intrapulmonary and skeletal metastases. Brain imaging showed multiple brain
metastases (BM) ranging from 4-8 millimeters in size and accompanied by
significant vasogenic edema (Figure 1A).
_Biopsy of the lung mass was consistent with adenocarcinoma.
_Comprehensive tumor molecular profiling (FoundationOne, Foundation Medicine,
Cambridge MA) showed no actionable genetic events (NF1, CDKN2A and TP53 mutations),
no microsatellite instability, and tumor mutation burden (TMB) of 19
mutations/megabase.
_ Programmed death ligand 1 (PD-L1) tumor proportion score (TPS) was 90%.
_Started pembrolizumab 200 mg intravenously every three weeks without any
non-immune or immune significant adverse effects to date (ECOG PS 0).
_Brain imaging performed after 12 weeks of therapy demonstrated resolution of
multiple previously noted enhancing BM and associated intracranial edema (Figure
1B). No new lesions were identified. These findings were associated with
concurrent intrathoracic response (not shown).
_Maintained on pembrolizumab monotherapy for more than 20 months with
sustained complete intracranial and partial intrathoracic response, without need for
any other intervening therapies. Plan to stop PD-1 antibody at 24 months.

Q&A
• Mitigating factors to consider when deciding between pembrolizumab
alone versus combination pembrolizumab+carboplatin+pemetrexed
(other chemo-IO-VEGF combinations)?
• Rapid progressive disease burden/symptomatic patient
• Use of steroids and antibiotics in the pre anti-cancer therapy timeframe
• Other predictive biomarkers for anti-PD-1/PD-L1
(TMB, MSI-H, KRAS/STK11[LKB1] co-mutations, smoking history etc)
• Availability of clinical trials that use backbone of anti-PD-1/PD-L1 monotherapy
versus combination chemo-immunotherapy
• Costs and insurance coverage (pending country/health system)

