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Oncogene Addicted Tumor:
Special Entity
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ABSTRACT

BACKGROUND
Nivolumab, a fully human IgG4 programmed death 1 (PD-1) immune-checkpoint-
inhibitor antibody, disrupts PD-1-mediated signaling and may restore antitumor
immunity.

METHODS
In this randomized, open-label, intemational phase 3 study, we assigned patents
e e with nonsquamous non-sma'kcel! lung cancer (NSCLC) that had progressed dur-
ACCEPT YOUR SNtiery ing or after platinum-based doublet chemotherapy to receive nivolumab at a dose
OWN PAPER LNihes of 3 mg per ki'ogram of body weight every 2 weeks or docetaxel at a dose of 75 mg

How somescientists are Atomic resol

duping thesystem g per square meter of body-surface area every 3 weeks. The primary end point was
overa!l survival.
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KEYNOTE 024: STUDY DESIGN

Key Eligibility Criteria Pembrolizumab
« Untreated stage IV NSCLC 200 mg IV Q3W
* PD-L1 TPS 250% (2 years)
« ECOG PS 0-1

* No activating EGFR mutation or
ALK translocation

* No untreated brain metastases Platinum-Doublet Pembrolizumab

* No active autoimmune disease Chemotherapy 200 mg Q3W
requiring systemic therapy (4-6 cycles) for 2 years

Key End Points

Primary: PFS (RECIST v1.1 per blinded, independent central review)
Saeondafy-08, ORR, safety e o
Exploratory: DOR RIS ST Lo

Cisplatin 75 mg/m? on day 1 of 21-day cycles

+ Paclitaxel 200 mg/m? on day 1 of 21-day cycles +
Carboplatin AUC 5 or 6 on day 1 of 21-day cycles

+ Gemcitabine 1250 mg/m? on days 1 and 8 of 21-day cycles +
Carboplatin AUC 5 or 6 on day 1 of 21-day cycles

R k M ESMO 201 6 + Gemcitabine 1250 mg/m? on days 1 and 8 of 21-day cycles +
ec 5 Cisplatin 75 mg/m? on day 1 of 21-day cycles
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CHECKMATE 057: RESPONSE AND
DURATION OF RESPONSE
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Variable
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Supportive PRO Analysis: Change From Baseline to Week 15

EORTC QLQ-C30 Functioning and Symptom Scales



IMMUNE-RELATED AES WITH
IIVIIVIUNOTHERAP\/(

. Endocrine
/ . U.V?'t's = Hypothyroidism
Skin = lnitis = Hyperthyroidism
= Dermatitis exfoliative = Adrenal

= Erythema multiforme
= Stevens-Johnson syndrome
= Toxic epidermal necrolysis

insufficiency
= Hypophysitis j

= Vitiligo
= Alopecia /Pulmonary
/ = Pneumonitis
Hepatic " |nterstitial lung
» Hepatitis, diseas? N
autoimmune u Acutelntgr§tlt|al
pneumonitis /
/Gastrointestinal

/Neurologic
= Autoimmune neuropathy
= Demyelinating

= Colitis
= Enterocolitis
= Necrotizing colitis

= Gl perforation ) Polyneuropathy
= Guillain-Barre
Renal L. = Myasthenia gravis—like
S NS, If not vigilant, may syndrome )

autoimmune result in more serious
= Renal failure immune-related AEs Q




ALGORITMO TERAPEUTICO NSCLC:
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CONCLUSIONI NSCLC 2017...

= Non Oncogene Addicted:
Immunotherapy is a standard of care with IMPRESSIVE efficacy, rapid ONSET,
LONG effect, MILD and PECULIAR toxicities

= FUTURE:
- PREDICTIVE BIOMARKERS (PDL1 + TMB)
- COMBINATIONS with CHEMOTHERAPY or IMMUNOTHERAPY (&nti PDL1/Anti CTLA4)

= Oncogene Addicted:

EGFR +:
- TKIs I gen -> TKIs 3 gen PFS 24 mesi e OS 3-4 anni
- TKIs 3 gen in I line to prevent PD and Brain Mets?

= ALK +:
- Crizo I line ->Alectinib/Ceritinib ->Lorlatinib/Brigatinib PFS 20 mesi OS 4 anni
- Alectinib I line to prevent PD and Brain Mets?




