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NIVOLUMAB NEL NSCLC SQUAMOSO E NON-SQUAMOSO:
L’ESPERIENZA DELLA RADIOTERAPIA ONCOLOGICA DI CAREGGI.

M. Perna’, A. Turkaj’, C. Delli Paoli’, M. Baki', B. Agresti’, C. De Luca Cardillo?, V. Baldazzi', V. Scotti', L. Livi'.
'Dipartimento di Radioterapia Oncologica AOU Careggi
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Immuno-Oncoloqy: Storyline
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Da dove veniamo? Che siamo? Dove Andiamo? — P. Gauguin (1897)

1970 1980 1990 2000 2010 2020

Conventional Chemotherapy

Immuno-Oncology

Immuno-Oncology is the 3° Big Wave in Systemic Therapy for Cancer
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T-cell
receptor

T-cell
receptor

=¢{ Nivolumab: PD-1 Receptor Blocking Ab

Nivolumab binds PD-1 receptors on T cells and disrupts negative
signaling triggered by PD-L1/PD-L2 to restore T-cell antitumor function
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Checkmate 017
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Nivolumab Randomize Docetaxel
3mg/kg lv Q2W 1:1 75 mg/m? lv Q3W
N=135 N=137
til PD or unacceptable tO)M Until PD or unacceptable toxicity

The median OS was 9.2 months with Nivolumab versus 6.0 months with Docetaxel

Checkmate 057

—

Nivolumab Randomize Docetaxel
3mg/kg Iv Q2W 1:1 75 mg/m? Ilv Q3W
N=292 N=290
til PD or unacceptable tO)M Until PD or unacceptable toxicity

The median OS was 12.2 months with Nivolumab versus 9.4 months with Docetaxel
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All Treated
ralenis (N2 29 Nivolumab Current Status
ngoin 12 (509
Median 66 O going (50 A))
Range 43-81 End 12 (50%)
Sex
Male 12 50
Female 12 50
Tumor Cell Histology ] Y
Non Squamous 14 58 Median Cycles Number: 11,25
Squamous 10 42°N
Stage »>)

Efficacy and Safety of Nivolumab in Elderly Patients With Advanced Squamous
NSCLC Participating in the Expanded Access Program in Italy

Francesco Grossl,' Lucio Crind,? Andrea Misino,? Paolo Bidoli,* Delmonts,® Francesco Gelsomino,’ Claudia Proto,’ Maria Laura Mancini,* Lorenza Landi,* Daniele Turci,"
Silvia Quadrini," Paola Antonelli,'2 Paolo Marchetti, Luca Toschi, Giusti, Francesco Di Costanzo,* Francesca Rastelli,” Paolo Sandri, Vieri Scotti,  Filippo de Marinis®
AQU San Marting, Ganova, taly; “Azienda Ospedaliora i Perugia, Pargia, taly; Ystituto Tumo Giovanni Pacio I, Bar taly, Ospedale San Gerardo, Monza, taly; %tituto Scientiico Romagnoka per ko Stufio ¢ ia Cura e Tumari, Mekdola, Raly, Policiinico Sant Orsola - Malpighi, Bologna, aly; 'sttuto Nazionale Tumori, Mikano, hay;

“Priicinico Umberto |, Roma, taly; ‘Presidio Ospedaliero i Livorno, Livormo, tal, "AUSL dalla Romagra Presic Ospedalirt i Raverna, Lugo, Faenza, taly, "ASL Frosinane Presidio Ospedabiero SS Trnik, Sora, Frosnone, taly, “Presicio Ospedialiero 6 Busto Arsiza, Milano, haly, "Azienda Ospedaliera S. Androa, Roma, aly,
Hstituto Clinico Humanitas, Razzano, Milan, taly; “Ospodale S. Donato, Arezzo, taly, "Azienda Ospedaliero-Universitaria Maggiore Careqgi,Firerz, Raly, "ASUR Marche, Area Vasta, Raly; “A.0. Sata Mearia Gegh Anged, Pordencne, Raly. *Azienda Ospecaliero-Universitaria Maggiory Careqgi, Frenze, Raly, sttty Europeo di Oncologia, Mitano, I

Non Squamous

Nivolumab 100 mg/10 ml

EAP Squamous

Jul 2015 Sep 2015 Mar 2016
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Sk Remember FIVE !
M \ B\ 6
ucc 5
Nausea’  COLITIS 4
Dian
cosii PNEUMONITIS \ =
3
AT, HEPATITIS 3
Fati = , 3
oyss ENDOCRINOPATHIES :
Endo
- SKIN RASH 0
neur
) Pulmonary Gastrointestinal Endocrine 0
Kidi New or Worsening * Any changes in normal bowel * Headache
* Shortness of breath habits * Fatigue/weakness
* Dyspnea on exertion * Diarrhea * Severe dehydration
~ * Decrease in pulse oximetry * Blood or mucus in stool * Shock P AT
Averc > Cough * Constipation * Behavioral changes 0 tOXICIty
* Wheezing * Stomach pain/cramps * Electrolyte disturbances
* Nausea * Hypotension
* Vomiting * Heart rate and rhythm
C h ecl * Weight loss abnormalities
Hepatic Skin Neurological and constitutional
- * Liver function tests (LFTs) * Pruritus * Sensory neuropathy
abnormalities, including * Rash * Motor neuropathy
i elevations in AST, ALT, T. Bili * Peeling * fever i
Fat| * Jaundice * Skin excoriations * fatigue )
Nausea 12 0 Nausea 34

N DN

Diarrhea 10 0 Diarrhea 30
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Clinical Outcomes

Time to treatment failure (TTF) is defined as the time from baseline (start
of treatment) to discontinuation for any reason, including disease
progression, the toxicity of the treatment, the patient's choice or death.

®PD
® pPD
® sp
® PR
® NO

- Days (range) | Months (range)

TTF 180 (26-402) 6 (0.87-13.40)

-“ Clinical Benefit

CR

RP

SD
pPD
PD

NO

17/24 patients
(71%)

® vcm
@® vCMM
® MDM
® MAC

A~ O W o O O




Clinical Outcomes in Fit Patients

Fit Patients: at least 6 cycles and PS 0-1.

N° of Patients: 15

- Days (range) | Months (range)

TTF 243 (92-402) 8 (3.07-13.40)

| N°_| Clinical Benefit_
CR |
RP
SD
pPD
PD
NO

12/15 patients
(80%)

o O W o o o

® sD
® PR
@ PsD

® vCMm
® VCMM
@ MDM
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Radiation and Dual Checkpoint Blockade Activates Non- Redundant Immune

Mechanisms in Cancer
C Twyman-Saint Victor, AJ. Rech, A Maity, R Rengan, KE. Pauken, E Stelekati, JL. Benci, B Xu, H Dada,
PM. Odorizzi, RS. Herati, KD. Mansfield, D Patsch, RK. Amaravadi, LM. Schuchter, H Ishwaran, R Mick,

DA. Pryma, X Xu, MD. Feldman, TC. Gangadhar, SM. Hahn, EJ Wherry, RH. Vonderheide, and AJ. Minn
Nature. 2015 April 16; 520(7547): 373-377. doi:10.1038/nature14292.

DTF | Technique | Stopped Nivolumab | Resumed Nivolumab Toxicity
Gy (days) (days) (grade)

Brain WBRT Nausea (G1)
Fatigue (G1)
2 Kidney 40 SBRT 17 14

3 Adrenal 36 SBRT 22 24 Fatigue (G1)

4 Brain 30 SBRT 14 38
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NIVOLUMAB MONOTHERAPY
3 mg/kg IV q2w
* Well tolerated
« Good responde profile
« Encouraging data on survival

Radiotherapy during treatment doesn’t show an increased toxicity.

It will be necessary to continue the analysis to obtain more information about
survival and response rate.
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