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IMMUNOTERAPIA: RIVOLUZIONE DEL PARADIGMA TERAPEUTICO



2001 нлмм

мл ȅŜŀǊǎ ƭŀǘŜǊΧ
Hanahan D, Weinberg RA, Cell - 2011

THE HALLMARKS OF CANCER
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DETECTION FROM THE IMMUNE SYSTEM

Ą TARGETED INHIBITION TOWARDS THESE RECEPTORS ENHANCES T CELL RESPONSE TOWARDS THE TUMOR

http://sitn.hms.harvard.edu/flash/2014/blocking-the-brakes-helping-your-immune-system-battle-cancer/

CHECKPOINT INHIBITORS:  

THE NEW PLAYERS IN THE NSCLC FIELD 



Immunocheck-point inhibitors:  netto miglioramentoin termini di sopravvivenza, circa 20% di lungosopravviventi

IMMUNOTHERAPY IN LUNG CANCER: CRONOSTORIA



ADVANCED NSCLC: CURRENT THERAPEUTIC SCENARIO



Immunoterapia e tumore del polmone

Linee guida AIOM 2019

https://www.google.it/imgres?imgurl=https://www.ilmessaggero.it/photos/MED/56/67/4155667_1147_tosse_muore_polmoner.jpg&imgrefurl=https://www.ilmessaggero.it/mondo/colpo_tosse_muore_7_dicembre_2018-4155667.html&docid=DEwGDEN3HZdVoM&tbnid=4cJMhhnybMzZeM:&vet=10ahUKEwipsZepzoLmAhX16OAKHShHAsMQMwjFASgFMAU..i&w=620&h=340&bih=751&biw=1536&q=polmone&ved=0ahUKEwipsZepzoLmAhX16OAKHShHAsMQMwjFASgFMAU&iact=mrc&uact=8




Addeo A, Banna GL, Metro G, Di Maio M. 

Chemotherapy in Combination With Immune Checkpoint Inhibitors for the First-Line 

Treatment of Patients With Advanced Non-small Cell Lung Cancer: 

A Systematic Review and Literature-Based Meta-Analysis. 

Front Oncol. 2019 Apr 16;9:264. doi: 10.3389/fonc.2019.00264. 

NSCLC: First-line chemo + immuno vs Chemo

Overall survival

Any PD-L1 expression



Key End Points

Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety

Exploratory: DOR

Key Eligibility Criteria

ÅUntreated stage IV NSCLC    

(19% with squamous histology)

ÅPD-L1 TPS Ó50% 

ÅECOG PS 0-1

ÅNo activating EGFR mutation or 

ALK translocation

ÅNo untreated brain metastases

ÅNo active autoimmune disease 

requiring systemic therapy

Pembrolizumab 

200 mg IV Q3W
(2 years)

R (1:1)

N = 305

PDa Pembrolizumab  

200 mg Q3W 

for 2 years

Platinum-Doublet 

Chemotherapy
(4-6 cycles)

Reck M et al, N Engl J Med 2016;375(19):1823-1833.

ADVANCED NSCLC

KEYNOTE-024: Pembrolizumab as First-line Treatment





ADVANCED NSCLC
KEYNOTE-042: Pembrolizumab as First-line Treatment with PD-[м ¢t{ җ м҈ 



IMMUNOTHERAPY + CHEMOTHERAPY : WHY NOT?

KEYNOTE 189: 1° line stage IV NSCLC regardlessPD-L1

TWO IS MEGL CHE ONE 



IMMUNOTHERAPY + CHEMOTHERAPY : WHY NOT?

KEYNOTE 189: 1° line stage IV NSCLC regardlessPD-L1

TWO IS MEGL CHE ONE 

Gandhi NEJM 2019 



KEYNOTE 189: SURVIVAL OUTCOMES 

h{Υсф҈

OS: 49%

PFS: 4.9m

tC{ΥуΦуƳ

NB 47.6%Responserate in the pembrolizumab-
combinationgroupvs18.9%in the placebo-

combinationgroup(P<0.001). 

KEYNOTE 189: SURVIVAL OUTCOMES 



THE BENEFIT OF THE PEMBROLIZUMAB COMBINATION 
WAS OBSERVED IN ALL SUBGROUPS: INCLUDING THOSE 

WITH A PD-L1 TUMOR PROPORTION SCORE < 1% 

KEYNOTE 189 : PD-L1 YES or NO ?



5ǊΦ aŀǊƪ !Φ {ƻŎƛƴǎƪƛ https://bit.ly/2Ld0jng

TWO IS MEGL CHE ONE 



ESMO 2018: NON-SQUAMOUS NSCLC 1°LINE 
ATEZOLIZUMAB + CHEMO + BEV vs CHEMO + BEV

THREE IS A MAGIC NUMBER
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THREE IS A MAGIC NUMBER

PFS OUTCOMES



AACR 2019

Entinostat in combination with anti-PD-(L)1 therapy

TOMORROWLAND : IMMUNOTHERAPY 2

New emerging pathways for future combination with anti-PD-1/PD-L1 compounds



!!/w нлмф

Entinostatin combinationwith anti-PD-(L)1 therapy

New emerging pathways for future combination with anti-PD-1/PD-L1 compounds

TOMORROWLAND : IMMUNOTHERAPY 2



Precision Medicine ?
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ANCHE PAZIENTI PD-[м b9D!¢L±L th{{hbh .9b9CL/L!w9 59[[Ω Laa¦bh¢9w!tL! aŀΧ

wǳƻƭƻ ŘŜƭ ¢ǳƳƻǊaǳǘŀǘƛƻƴŀƭ.ǳǊŘŜƴΣ ŘŜƭ ƳƛŎǊƻŀƳōƛŜƴǘŜ ǘǳƳƻǊŀƭŜ ŜΧ9 ǇƻƛΦΦΦ

SELEZIONE DEL PAZIENTE : ESISTONO FATTORI PREDITTIVI DI RISPOSTA 

!
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ANCHE PAZIENTI PD-[м b9D!¢L±L th{{hbh .9b9CL/L!w9 59[[Ω Laa¦bh¢9w!tL! aŀΧ

Mancano studi di confronto: 
QUALE STRATEGIA MIGLIORE 

PER CIASCUN PAZIENTE?

wǳƻƭƻ ŘŜƭ ¢ǳƳƻǊaǳǘŀǘƛƻƴŀƭ.ǳǊŘŜƴΣ ŘŜƭ ƳƛŎǊƻŀƳōƛŜƴǘŜ ǘǳƳƻǊŀƭŜ ŜΧ

(IM)Precision Medicine ?

E poi...

!

SELEZIONE DEL PAZIENTE : ESISTONO FATTORI PREDITTIVI DI RISPOSTA 



Modifiedfrom Johan Vansteenkiste(Belgio) WCLC 6-12-16 SC22

PD-L1 IHC is an 
άenrichmentέ biomarker !!

PD-L1: THE ONE and ONLY ?
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Tumori caratterizzati da:

ELEVATO INFILTRATO LINFOCITARIO 
PERITUMORALE ricco di EXHAUSTED 

LYMPHOCYTES. 

MAGGIORE PROBABILITÀ DI RISPOSTA 
AL TRATTAMENTO IMMUNOTERAPICO

: TUMOR IMMUNE MICRO-ENVIRONMENT 

Tumori che stimolano ƭΩŀǊǊǳƻƭŀƳŜƴǘƻ 
di cellule immunosoppressive nel 
microambiente tumorale favorendo:

- Angiogenesi 

- Epitelial- MesenchymalTransition

- Immunosoppressione

POSSIAMO CONVERTIRE UN 
COLD TUMOR IN HOT TUMOR?



Terapie di combinazione e/o sequenziale 

mantengono il tumore ñinfiammatoò



Limiti dellôimmunoterapia nel paziente oncologico: 

esistono fattori predittivi di risposta su sangue?

/ŜƭƭǳƭŜ ƳƛŜƭƻƛŘƛ ŎƛǊŎƻƭŀƴǘƛ

aƻƴƻŎƛǘƛ a5/{κ[5I

Diem et al. Lungcancer2011Sade-Feldmanet al., ClinCancerRes 2016

Neutrophil/ lymphocytesratio

Attivazione del sistema immunosoppressivo rappresenta un fattore prognostico e 
predittivo negativo di risposta al trattamento immunoterapico.



PROSPETTIVE: COSA PUÒ INFLUENZARE IL SISTEMA IMMUNITARIO?

Nature Medicine 2018
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Parikh RB, et al. Oncologist. 2019 Jun;24(6):e397-e399. 

PROSPETTIVE: SELEZIONE DEL PAZIENTE





HOW FAR WILL WE GO?

FINANCIAL SUSTAINABILITY

IMMUNOTERAPIA
- EFFICACE
- TUTTI LA VOGLIONO, TUTTI LA CERCANO
- MIGLIORE TOLLERANZA vs CHEMIOTERAPIA
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THE DAY AFTER TOMORROW 
ECONOMIC SCENARIO

ñInsteadof moving forward, this

approach promotes the most

therapy as soon as possible until

the money runs out.ò
Howard Jack West


