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CheckMate 017 (NCT01642004)
study design

Nivolumab * Primary Endpoint:
 Stage llIb/IV SQ NSCLC 3 mg/kg IV Q2W - 0S
« 1 prior platinum doublet-based until PD or unacceptable
chemotherapy rtlof'i'% - Additional Endpoints:
« ECOG PS 0-1

— Investigator-assessed ORR
Investigator-assessed PFS
Docetaxel — Correlation between PD-L1
75 mg/m?2 IV Q3W expression and efficacy
until PD or unacceptable — Safety

toxicity — Quality of life (LCSS)
n=137

Pre-treatment (archival or fresh)
tumor samples required for PD-L1
analysis

l Randomize 1:1 l
|

N =272

Patients stratified by region
and prior paclitaxel use

E One pre-planned interim analysis for OS

B At time of DBL (December 15, 2014), 199 deaths were reported (86% of deaths required for final analysis)
B The boundary for declaring superiority for OS at the pre-planned interim analysis was P <0.03

Spigel DR, ASCO 2015




CheckMate 017: Overall Survival

100 Median Overall Survival 1-Yr Overall Survival No. of
90 mo (95% Cl) % of patients (95% Cl) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 26
'ﬁ' 20 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
=
2 70+
[3:]
a
S 60
X Hazard ratio for death, 0.59 (0.44-0.79)
— 50 P<0.001
o
=
S 404
wv Nivolumab
™ 30
o
S
(@) 20
104 Docetaxel
0 T T T T T T 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Nivolumab 135 113 86 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2 0

Brahmer J, NEJM 2015




CheckMate 017: treatment-related AES
reported in at least 5% of patients and
safety summary

Any Grade Grade 3 or4 Any Grade Grade3or4

number of patients with an event (percent)

Any event 76 (58) 9(7) 111 (86) 71 (55)
Fatigue 21 (16) 1(1) 42 (33) 10 (8) Docetaxel

Decreased appetite 14 (11) 1(1) 25 (19) 1 (1) n=129

Asthenia 13 (10) 0 18 (14) 5 (4)

Nausea 12 (9) 0 30 (23) 2(2) Any Grade Grade3-52 AnyGrade Grade3-5
Diarrhea 10 (8) 0 26 (20) 3(2)

Arthralgia 7 (5) 0 9(7) 0 ;I'reatment-related AEs, 58 7 26 57

Pyrexia 6 (5) 0 10 (8) 1(1) o

Pneumonitis 6 (5) 0 0 0 E::it"l“etgt're'ate‘j AEs 5 ) 10c ;

Rash ) . >4 0 56 2@ disconE::inuation, %

Mucosal inflammation 3(2) 0 12 (9) 0

Myalgia 2 0 13 (10) 0 Treatment-related 0 2

Anemia 2(2) 0 28 (22) 4 (3) deaths, %

Peripheral neuropathy L 0 15 (12) 1) g
Leukopenia 1(1) 1(1) 8 (6) 5(4)

Neutropenia 1(1) 0 42 (33) 38 (30)

Febrile neutropenia 0 0 14 (11) 13 (10)

Alopecia 0 0 29 (22) 1(1)

Brahmer J, NEJM 2015; Spigel DR, ASCO 2015




CheckMate 057 (NCT01673867)
study design

- Stage IlIB/IV non-SQ NSCLC Nivolumab
. 3 mg/kg IV Q2W . .
* Pre-treatment (archival or recent) tumor —> e ESE T * Primary Endpoint
samples required for PD-L1 - unacceptable toxicity - OS
—
. - n =292 - .
ECOG PS0-1 N » Additional Endpoints
* Failed 1 prior platinum doublet € — ORRP
o
« Prior maintenance therapy allowed? 2 — PRSP
S Docetaxel — Safety
* Prior TKI therapy allowed for known - 75 mg/m? IV Q3W — Efficacy by tumor PD-L1 expression
ALK translocation or EGFR mutation > until PD or — Quality of life (LCSS)
N = 582 unacceptable toxicity
n =290

Patients stratified by prior maintenance therapy
and line of therapy (second- vs third-line)

B PD-L1 expression measured using the Dako/BMS automated IHC assay!41>
E Fully validated with analytical performance having met all pre-determined acceptance criteria for sensitivity, specificity, precision, and
robustness

a Maintenance therapy included pemetrexed, bevacizumab, or erlotinib (not considered a separate line of therapy); ® Per RECIST v1.1 criteria as determined by the investigator.

Paz-Ares L , ASCO 2015




CheckMate 057: Overall Survival

Overall Survival

100
[2 904 No. of Median 1-Yr
k5 30— Deaths/ Overall Overall
“é Total No. Survival Survival Rate
< 70 of Patients (95% Cl) (95% Cl)
2 60— 51 mo )
e — 2 Nivolumab 190/292  12.2 (9.7-15.0) 51 (45-56)
2 404 Docetaxel 2237290 9.4 (8.1-10.7) 39 (33-45)
S | - o
& 304 39 Nivolumab Hazard ratio for death, 0.73 (96% CI, 0.59—0.89)
T 20- P—0.002
@ Docetaxel
- —
3 10
O T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
Nivelumab 292 232 194 169 146 123 62 32 9 0
Docetaxel 290 244 194 150 111 88 34 10 5 0

Borghaei H, NEJM 2015




CheckMate 057: treatment-related AEs
reported In at least 5% of patients and
safety summary

Event Nivelumab (N=287) Docetaxel (N=268) Nivolumab (n=
Any Grade Grade 3 or 4 Any Grade Grade 3 or4 287)
number of patients with an event (percent) Median number of doses received (range)
6(1,52) 4(1,23)
Any event 199 (69) 30 (10) 236 (88) 144 (54) - - ————
Fatigue 46 (16) 1) 78 (29) 13 (5) Relative dose intensity, 290% 83 66
Nausea 34 (12) 2 (1) 70 (26) 2(1) Patients Continuing treatment, % 15 0
Decreased appetite 30 (10) 0 42 (16) 3(1) Patients who received subsequent 49 50
Asthenia 29 (10) 1(<1) 47 (18) 6(2) systemic therapy, %
Diarrhea 22(8) 2(1) 62 (23) 3D Any Grade Any Grade
Peripheral edema 8 (3) 0 28 (10) 1(<1) Grade 3-4a Grade 3—4a
Myalgia 7(2) L=1) 30 (11) 0 Treatment-related AEs, % 69 10 88 54
Anemia &) L) >3 (20) 70) Treatment-related SAEs, % 7 5 20 18
Alopecia 1 (<1) 0 67 (25) 0 -
, Treatment-related AEs leading to

Neutropenia 1(<1) 0 83 (31) 73 (27) discontinuation. % 5 4 15 7
Febrile neutropenia 0 0 27 (10) 26 (10) ’ S .

c
Leukopenia 0 B 27 (10) 2 8) Treatment-related deaths, % 0 <1

Borghaei H, NEJM 2015;

Paz-Ares L , ASCO 2015




Inclusion and Exclusion Criteria

KEY INCLUSION CRITERIA:
KEY EXCLUSION CRITERIA:

« Patients with histologically- or cytologically-documented
Stage IlIB/Stage IV non-squamous cell NSCLC
Note: Enrollees must not be eligible for another clinical
study with -nivolumab.
A fresh biopsy is not required to take part in this
program.

« Subjects must have experienced disease progression or
recurrence during or after at least one systemic
chemotherapy for advanced or metastatic disease.

+ ECOG Performance Status < 2

« Eligible if CNS metastasis is treated and patients have
neurologically returned to baseline for at least 2 weeks
prior to first dose and either be off corticosteroids or on a
stable dose or decreasing dose of < 10 mg daily
prednisone (or equivalent)

« ECOGPS =3

* CNS metastases (untreated and/or symptomatic)

« Carcinomatous meningitis

 Corticosteroids > 10 mg prednisolone/day (or
equivalent)

* Prior treatment with anti-PD-1, anti-PD-L-1, anti-PD-L2,
anti-CT137 or anti-CTLA antibody, including ipilimumab
or any other drugs specifically targeting T cell
costimulation or checkpoint pathways

* Any Autoimmune disease, that required
iImmunosoppressive therapy




EAP-S: methods and patients
characteristics

B Nivolumab was provided upon physician request to patients aged 218 years who
had relapsed after 21 prior systemic treatment for stage IlIB/IV SQ NSCLC.
F Nivolumab 3 mg/kg was administered intravenously every 2 weeks for <24 months.

B Patients were monitored for AEs using the National Cancer Institute Common
Terminology Criteria for Adverse Events v 4.0.

B Objective response rate (ORR), disease control rate (DCR), progression-free
survival (PFS), and overall survival (OS) were evaluated.

E From April 2015 to September 2015, 371 patients with SQ NSCLC. participated
in the EAP at 96 centers in Italy and received 21 dose of nivolumab

E Patients received a median of 6 doses (range: 1-22) of nivolumab, with a
median follow-up of 7.1 months (range: 0.1-16.4).

Crino L, WCLC 2016



EAP-S: patients characteristics

Table | Baraline Charscierirbicr, Stratification Faciors, and Prior Tharapy &
HMrvabumat: Diocmtma Toeal
Charscierintic [N-135] M- 137) -
gy
n L4 B3
:‘:-: !f‘.’l d3-5d B
= #ge cxiegery —na. (%]
Characteristic | N=311 :::‘: 5 " ::'H Eﬁ: Jzzg:l
sEY mafiyr 3) ]
Gender, n (%) 298 (80) = i 1) B
Male - o
Female 73 (20) o P wm o
Median age, years (range) 64 531—91} S 1z iy 130 ) T2 )
275, n (%) 70 (19) Hlack ey 2y 8
Asan ) [y i@
Smoking status, n (%) Dt 1 2 3
Smoker 83 (22) e Sl = —
Former smoker 225 {51} e By 4 (18] 53 (19)
MNever smoker 31 %B} ¥ 1 Irfq '-ﬂ:g?l ?L;Eri
Mot reporied LT \]
Urkmw.n 32 9 ECOG performance-wibvken seoem — mo. [ _— - -
ECOG PS, n [%:I 1 Lok [P '.;upz'] T (7]
: o = i
Cenkal nervous aesem metarbss — ne. =]
2 22 (6) - L —« T—
Metastasis site, n (%) 27 (10 e o -
NS ;Iwu--mdd " m 5 i3] 17 (8]
Liver 63 (17 Lnkronan ) 1M 5@
Gecgraphic mgion — no.
Bone 120 {32} Lni-is:';m:.r..drz"= 4137 apy 37
Number of prior therapies, n (%) i e e i
1 152 44 Other myatemic cancer thempy — ne. (%]
2 120 (32 Bevacir uma )] 1 2
3 [a%3] {1 B} Crba b ] i 1y
H L7 13} n 2 1
24 21 {E] f:::ﬂ '.:'.| UII‘] lE—:'.:
Somctabne &8 ) 1[5 131 k]
Taditm el 5[] 45 1) 02 ()
Nemetrmad ERn ] im im
W narehine 2815 ™ [15 44 [15]

Crind L, WCLC 2016, Brahmer J, NEJM 2015




EAP-S: Overall Response Rate (ORR)

Tumor Assessment

*The best ORR was 18%, and the best DCR
was 47% among 364 evaluable patients.

—66 patients were treated beyond RECIST CheckMate 017
v1.1-defined progression

23 (35%) of 66 patients obtained a non-

conventional benefit (PR=6; SD=17) ORR, % 20 °
(95% CI) (14, 28) (5, 15)
P-value2. 0.0083
E A P Best overall response, %
Complete response 1B 0
| First tumor assessment (N = ‘ Best response Partial response 19 g
R n N =371
i ’ L) Stable disease 29 34
ORR, n (%) 51 (14) 67 (18) _ _
Progressive disease 41 35
DCR, n (%) 151 (41) 175 (47) Unable to determine 10 22
Overall response, n (%) Median DOR.c&.mo MR 8.4
N ) 4y 29 21+ 1.4+ 15+
PR 50 (13) 63 (17) (range) (2.9, 21+) (1.4+,15+)
sD 100 (27) 108 (29) Median time to response,s
PD 212 (57) 189 (51) 2.2 2.1
Mot determined 8(2) 7(2) mo {1.6 12) {1.8 5_5]
(range) ' '
PD = progressive disease

Crino L, WCLC 2016, Brahmer J, NEJM 2015




EAP-S: Overall Survival

100 -
— EAP (N =371)
80 - —— CheckMate 017 (n = 135)
60
1-yr OS rate = 42%
40
1-yr OS =39%
20 ] 1
0 : . | | |
° 3 6 9 12 15

_ Months
* Median OS: 7.9 months (95% ClI: 6.2, 9.6)

* Median follow-up = 7 months

Crino L, WCLC 2016, Brahmer J, NEJM 2015




EAP-S: safety and patient discontinuation

Grade 3—4 AEs considered to be treatment-related were reported in 6% of patients
The most frequent treatment-related grade 3—4 AEs were diarrhea, increased

transaminases, and rash (1% each)

EAP

Patients, n (%)

All treatment-related AEs Any grade Grade 34
Total 109 (29) 21 (6)
General

Fatigue/Asthenia 24 (6 2 é']]

Pyrexia 10(3

Lack of appetitelanorexa 9(2) 0
Skin and mucosal 42 (11) 5(1)

Rash 31(8) 31
Gastrointestinal 27 (7 41

Dia 18 (5 41
Pain 19 (5) 31
Endocrine 16 (4 1 (51)

Hypothyroidism 10(3

Hyperthyroidism 5(1) 1i(=1)
Respiratory/Pulmonary 12 (3) 41

neumonitis 3 {%) 1 (<H)

Hematologic 10(3 1i(=1

:"xnemiag 9 {5)) 1 E<1;
Hepatic/Pancreatic 8(2 401

reased transaminases 6 (1 41
Increased lipaselamylase 21 0

Crino L, WCLC 2016, Brahmer J, NEJM 2015

CheckMate 017

Table 3. Treatment-Related Adverse Events Reported in at Least 5% of Patients.”

[Event Nivolumab (N=131) Docetaxel (N=129)
Any Grade Grade 3or 4 Any Grade Grade 3 or 4

number of patients with an event (percent)

Any event 76 (58) 9(7) 111 (86) 71 (55)
Fatigue 21 (16) 1(1) 42 (33) 10 (8)
Decreased appetite 14 (11) 1(1) 25 (19) 1(1)
Asthenia 13 (10) 0 18 (14) 5 (4)
Nausea 12 (9) 0 30 (23) 2(2)
Diarrhea 10 (8) 0 26 (20) 3(2)
Arthralgia 7 (5) 0 9(7) 0
Pyrexia 6 (5) 0 10 (8) 1(1)
Pneumonitis 6 (5) o V] 0
Rash 5 (4) o 8 (6) 2(2)
Mucosal inflammation 3(2) 0 12 (9) o
Myalgia 2(3) 0 13 (10) 0
Anemia 2(2) 0 28 (22) 4(3)
Peripheral neuropathy 11 ] 15 (12) 32
Leukopenia 1(1) 1(1) 8 (6) 5 (4)
Neutropenia 1(1 0 42 (33) 32 (30)
Febrile neutropenia 0 ] 14 (11) 13 (10)
Alopecia 0 o 29 (22) 1(1)




EAP-S: conclusions

This EAP represents extensive real-world experience with nivolumab
In patients with previously treated, advanced SQ NSCLC.

The 12-month OS rate was 39%, similar to that observed In the
CheckMate 017 trial (42%).

The safety profile of nivolumab was consistent with that reported in
the CheckMate 017 trial.

By confirming the prognostic role of known factors, the multivariate
analysis reinforces the validity of this data collection.

These preliminary EAP data provide insights into real-world
experience with nivolumab and seem to confirm data from pivotal
trials.



EAP-NS: methods and patients
characteristics

B Nivolumab was provided upon physician request to patients aged 218 years who
had relapsed after 21 prior systemic treatment for stage [lIB/IV non-SQ NSCLC.
F Nivolumab 3 mg/kg was administered intravenously every 2 weeks for <24 months.

B Patients were monitored for AEs using the National Cancer Institute Common
Terminology Criteria for Adverse Events v 4.0.

B Objective response rate (ORR), disease control rate (DCR), progression-free
survival (PFS), and overall survival (OS) were evaluated.

E From May 2015 to December 2016, 1,588 patients with non-SQ NSCLC.
participated in the EAP at 153 centers in Italy and received 21 dose of nivolumab

E Patients received a median of 7 doses (range: 1-55) of nivolumab, with a
median follow-up of 8.1 months (range: 0.1-27.4).

Grossi F, WCLC/AIOM 2017



EAP-NS: patients characteristics

EAP CheckMate 057

Male, n (%) 1029 (65) (n =292) (n = 290)
Median age, years (range) 66 (27-89) Male, % 52 58
Smoking status, n (%) _

Smoker 360 (23) Median age, years 61 (37, 84) 64 (21, 85)

Former smoker 765 (48) (range) o 7 )

Never-smoker 305 (19) 275 years, %

Unknown 158 (10) Smoking status, %

Current/former smoker 79 78

EC(O)G PS.n (%) 648 (41) Never smoker 20 21

1 815 (51) ao

5 108 (7) EC(gG PS,2% - 23

Unknown 17 (1) 1 71 67
Metastatic site, n (%) - -

CNS 409 (26) Number of prior systemic

Liver 327 (21) regimens,®c % 88 89

Bone 626 (39) % 12 1
Number of prior therapies, n (%) EGER-positive mutation

1 378 (24) Status. 0% 15 13

2 gg; 83 ALK-rl)ositive , 4 3

>4 307 (19) translocation status, %

Unknown 9(1)

Grossi F, WCLC/AIOM 2017; Borghaei H, NEJM 2015



EAP-NS: Overall Response Rate (ORR)

Tumor Assessment

B The ORR was 18%, comprising 12 (<1%)
patients with a CR and 278 (18%) patients

with a PR.
E The DCR was 44%.
EAP
Response All patients (N = 1588)
ORR, n (%) 290 (18)
DCR, (%) 704 (44)
Best overall response, n (%)
CR 12 (<1)
PR 278 (18)
SD 414 (26)
PD 688 (43)
Early Death 130 (8)
Not determined 66 (4)

CheckMate 057
Nivolumab
(n = 292)
8@; = 19%(15, 24)

Docetaxel
(n =290)

12% (9, 17)

PD = progressive disease

Best overall response,

%
Complete response
Partial response
Stable disease
Progressive disease
Unable to determine

18
25
44
11

<1
12
42
29
16

Grossi F, WCLC/AIOM 2017;

Borghaei H, NEJM 2015




0S (%)

EAP-NS: Overall Survival (OS)

EAP

0,84

0,6

049

0,24

0,01

All patients

(N = 1588)
Median OS, mo 11.3
(95% ClI) (10.2-12.4)

1-yr OS = 48%

24 30

Time (months)

CheckMate 057

Grossi F, WCLC/AIOM 2017; Borghaei H, NEJM 2015

100 o Nivolumab: Drocetane]
[m=243) [n = 2440)
Events, n {3} 228 (78]} 247 |85}
EBD Median 05, ma 122 a5
195% Q1) {9.7.15.1} {8.1,10.7}
HR {95% 1) 0.75 {063, 0.91)
&0 -
E 1-year 05 = 51%
o =
o a0 4 A1F%
1-year 05 = 30% 2-year 05 = 20%
L e R el Mivolumab
A =y
Z-year 05 = 16% ! Docetanel
1
i
a T T T T T T T T T T T T
i} 3 & a2 12 15 1E 21 24 27 30 33 35 3z
Number of patients at risk nthﬁ
Nivolumal: 292 233 194 171 148 123 112 a7 81 46 11 [ 0 0
Doce taxel 230 243 194 150 111 a9 &6 53 a5 5 [ k] 1 0




EAP-NS: safety and patient
discontinuation

E Any grade and grade 3-4 treatment related adverse events (TRAES) occurred in 523
(33%) and 102 (6%) respectively

B The most frequent grade 3-4 TRAEs (21%) were fatigue/asthenia and dyspnea

E Adverse events were managed using protocol defined toxicity management algorithms

E No treatment-related deaths were reported

EAP CheckMate 057
1 Nivolumab (n=
_ _ _ All patients 267 %5
D|SCOnt| n UatlonS (N = 1588) Median number of doses received (range)
. . 6(1,52) 4(1,28)
Discontinued treatment, n 1300 (82) Relative dose intensity, 200% 83 e
(%) Patients continuing treatment, % 15 0
Reason for Patients who received subsequent 42 50
) . ) systemic therapy, %
discontinuation, n (%) 954 (73) Any | Grade | Any | Grade
PD 130 (10) Grade 3-42 Grade 3-42
Death 101 (8) Treatment-related AEs, % 69 10 88 54
AES or serious A 65 (5 rr— |
Treatment-related 115 (9) discontinuation, % > 4 15 !
AEs Treatment-related deaths, % Qb <1¢
Other

Grossi F, WCLC/AIOM 2017; Borghaei H, NEJM 2015




EAP-NS: conclusions

B This report represents the largest real-world analysis to date with

nivolumab in previously treated patients with advanced non-SQ
NSCLC.

E Survival and response observed with nivolumab in the Italian cohort
of this EAP were similar to those observed in the nivolumab arm of
the CheckMate 057 study.

B The safety profile of nivolumab seemed to be consistent with that
reported in the CheckMate 057 trial.



EAP-S/NS: clinical activity
In patients subgroup

E Elderly patients

B Patients with brain metastases

E Never smokers and EGFR positive patients
E Patients exhibiting KRAS mutations

E Treatment beyond PD

B Bone metastasis




EAP-S: elderly patients

CheckMate 017

EAP . p—
HR (95% Cl)
Overall 272 0.59 (0.44, 0.78) —— |
Aged 65-<75years Aged275 years All patients Prior paclitaxel vs other prior treatment I
(n=175) (n=70) (N = 371) Prior paclitaxel 92 0.51(0.31, 0.83) —_— :
Objective response rate, n (%) 31 (18) 13 (19) 7 (18) Re;::‘“e’ sgent 180 063 (045, 0.0) -
I
Disease controlrate,® n (%) 83 (48) 30 (43) 175 (47) Us/Canada 86 0.59 (0.36, 0.98) —
Bestresponse, n (%) Europe 155 0.50 (0.34, 0.72) —
Complete response 1 (1) 0 4 (1) Agﬂest of world 31 1.53 (0.65. 3.62) _:'—.—
. e
Partial response 30 (17) 13 (19) 63 (17) <65 years 152 0.52 (0.35, 0.75) e |
Stable disease 52 (30) 17 (24) 108 (29) 265 and <75 years 91 0.56 (0.34, 0.91) —
Progressive disease 88 (50) 38 (54) 189 (51) 275 years 29 1.85(0.76, 4.51) -
Could not be determined 4(2) 2 (3) 7(2) penasr \
Male 208 0.57 (0.41, 0.78) —
“Defined as the combined rate of complete response, partial response, and stable disease. Female 64 0.67 (0.36, 1.25) —
1
Race 1
White 252 0.59 (0.44, 0.79) —_—— :
100+ — Patients aged 65 — <75 EAP; n =175 ! ' ' ! !
— Pationts :g:d 275 y<earsy ?;;\SP(; n= 73) ) 23 05 10 20 40
~ All patients (EAP; N = 371) Nivolumab +— Docetaxel
80+ —— CheckMate 017 (nivolumab arm; n = 135)
- CheckMate 171
S 1-yr OS = 38%
» Py 1-yr OS = 42% i
O 4o- o All patients 270 years
i (N = 809) (n=279)
I
204 i
: s Median OS, months (95% CI) 99(87 131 1.2 (7.6, NA)
0 T T T l 1
g 3 : 2 12 10 3-month OS5 rate, % (95% CI 81 (78, 83 78 (73, 83
Months
6-month OS rate, % (95% CI) 67 (63, ?8) 66 (59, 71)
I

Grossi F, EJC 2018; Brahmer H, NEJM 2015 '
Popat S, ESMO 2017




=70 years =76 years All patients
Response (n = 5Z7) (m =232) (N = 1,588)

EAP-NS: elderly patients

EAP

Overall 582 0.75 (0.62, 0.91) —— E
{mﬂ, n {%] 108 [2_” 58 |:25:| 200 “E:I Age Categorization (years) - s :
DCR, n (%) 253 (48) 122 (53) 704 (44) e yi) 0801043 157 it B
Overall response, n (%) pender :
CR 2 (<1) 0 10(1) emale %3 672 (05 104 L
FR 106 (200 58 (25) 280 (18) SEEMIECTE RS - S— :
SD 145 (28) 64 (28) 414 (26) 3 a0 6.0 (0.63-1.00) i
PD 203 (39) 90 (39) B8A (43) Smoking Status |
Death 41(8) 115 130 (8) S e 102 (084 161) it S
Mot determined 25 (5) 94 66 (4) EGFR Mutation Status :
PD = progressive diseasa ot Deiecied o 56 (051006 s e
ot Reported 160 0.74 (0.51, 1.06) Py i
—t
100 100
270 years 275 years
90 - (n=522) 904 (n=232) Nivolumab — Docetaxel
80 - Median OS, mo 115 80+ Median OS, mo 12.0
704 (95% CIy (10.0, 13.0) 704 (95% CI) (9.2, 14.8)
X X CheckMate 171
@ Mh------o - i @ 0T T.yr OS = 50%
O 4o Toyr 08 =48% © ! All patients 270 years
30 I 0 ! (N = 809) (n=279)
204 : 20 :
10 : 104 I Median OS, months (95% CI) 99(87 131 1.2 (7.6, NA)
1
’ 0 il3 EIS EI! 1:2 1I5 1I8 2I1 2I4 ’ 0 (IB é EI! 1I2 1I5 1I8 2I1 2I4
Time (months) Time (months) 3-month OS rate, % (95% Cl) 81 (78, 83) 78 (73, 83)
6-month OS rate, % (95% Cl) 67 (63, 70) 66 (59, 71)
|

Migliorino R, ESMO 2017; Borghaei H, NEJM 2015
Popat S, ESMO 2017




EAP-S: patients with brain metastasis

B Patients with CNS metastases were eligible if
the following criteria were met: _
E They had no neurologic symptoms Al patients (N = 371)

. . First tumor Best
related to metastatic CNS lesions assessment | _response
] ORR, n {%) 7(19) 7 (19) 51 (14) a7 (13
occurring for 22 weeks before enroliment. DCR.n (%) % 40) 16 49) 51 @) 75 @)
F They did not need systemic iy response.

. . CR 0 1(3) 1(<1) 4(1)
corticosteroids or were on a stable or PR 109 8 (10 a0y X
decreasing dose of <10 mg/day of o mﬁﬂg mf;'ﬂ; EI;EH ‘ﬁ?.}g}ﬂ
prednisone or equivalent. PD = progressive dsexse

B 37(10%) patients had asymptomatic and .
controlled CNS metastases.

B Patients with CNS metastases received a
median of 6 doses (range: 1-18) of nivolumab.

B 8 (22%) patients were receiving steroid therapy
at baseline and 21 (57%) patients received
concomitant radiotherapy.

B Median OS was 5.8 months for patients with

CNS metastasis, compared with 7.9 months for i ’ " wotm ' ‘
all patients.
BEThe OS rate at 1 year was 35% for patients Cortinovis D, WCLC 2016

with CNS metastasis and 39% for all patients.




EAP-NS: patients with brain metastasis

B Patients with CNS metastases were eligible if
the following criteria were met:
E They had no neurologic symptoms
related to metastatic CNS lesions

occurring for 22 weeks before enroliment.

¥ They did not need systemic
corticosteroids or were on a stable or
decreasing dose of <10 mg/day of
prednisone or equivalent.
B 409 (26%) patients had asymptomatic and
controlled CNS metastases.
B Patients with CNS metastases received a
median of 7 doses (range: 1-54) of nivolumab.
B117 (29%) patients were receiving steroid
therapy at baseline and 74 (18%) patients
received concomitant radiotherapy.
B Median OS was 8.6 months for patients with
CNS metastasis, compared with 11.3 months for
all patients.
B The OS rate at 1 year was 43% for patients
with CNS metastasis and 48% for all patients.

Response,

CNS Metastasis
n (%) (N = 409)

All patients
(N = 1588)

ORR 68 (17) 290 (18)

DCR 164 (40) 704 (44)

Overall response
CR 4(1) 12(<1)
PR 64 (16) 278 (18)
sD 96 (23) 414 (26)
PD 192 (47) 688 (43)
Death 35(9) 130(8)
Not determined 18 (4) 66 (4)

CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease
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Median OS was 8.1 months for patients with CNS metastases
and 11.0 months for all patients

Crindo L, WCLC 2017




EAP-NS: never smokers and EGFR+
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Tumor Assessment
EORR was 9% in never-smokers, 9% in patients
with an EGFR-positive tumor, 2% in never-
smokers with an EGFR-positive tumor, and 18%
in all patients

EDCR was 42% in never-smokers, 30% in
patients with an EGFR-positive tumor, 22% in
never-smokers with an EGFR-positive tumor,
and 44% in all patients




EAP-NS: K-RAS mutated patients

Characteristic TR Su rV|v.aI
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EAP-NS: treatment beyond PD

E Criteria for receiving nivolumab
treatment beyond RECIST v1.1-
defined initial progression included
the following:

F Investigator-assessedclinicalbenefit

Absence of rapid PD

Tolerance of nivolumab

Stable performance status

No delay of an imminent intervention to
prevent serious complications of PD

B Of these 1588 patients, 1053
patients (66%) developed PD and
276 (26%) were treated beyond PD.
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Fatients treated beyond PD
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B Patients treated beyond PD received a
median of 11 doses.

B Median OS was16.2 months for patients
treated beyond PD and 11.3 months for all
patients.




Bone mets: PFS and OS In
non-squamous cohort
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Bone mets: PFS and OS in non-
sguamous cohort
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Forest plot for OS according
to bone involvement
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Grazie per I'attenzione!

francesco.grossi@policlinico.mi.it




