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disclaimers

= the views presented are personal and may not be
understood or quoted as being made on behalf of or
reflecting the position of AEMPS, EMA or one of 1its
committees or working parties

» data presented have been sourced from European Public
Assessment Reports (EPARs) and published Literature
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EU-approved immunotherapies™ o
in NSCLC

* nivolumab: OPDIVO is indicated for the treatment of
locally advanced or metastatic squamous non-small cell
lung cancer (NSCLC) after prior chemotherapy in adults
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nivolumab dossier e

OPDIVO is indicated for the treatment of locally advanced or

metastatic squamous non-small cell lung cancer (NSCLC) after
prior chemotherapy in adults

» CheckMate 017: phase 3 RCT nivolumab vs. docetaxel in
squamous NSCLC patients progressing during or after one
prior platinum doublet-based chemotherapy

= CheckMate ©57: phase 2 nivolumab in advanced/metastatic
squamous NSCLC patients with 2 2 prior systemic regimens
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Study CA209017: Phase III Study of Nivolumab vs. Docetaxel
in 2nd-Line Advanced/Metastatic Squamous NSCLC

Phase III Trial
St IIIB/IV or Recurrent
Squamous NSCLC

N=272
Docetaxel Nivolumab
75 mg/m? IV 3 mg/kg IV
Q3W Q2W

Treat until progression,
unacceptable toxicity, or
withdrawal of consent

Primary: Overall Survival (0S)

Primary Endpoint

« 0S

Secondary Endpoints

« ORR

 PFS

» ORR and 0S in PD-L1+ vs. PD-L1-
subgroups

¢« Duration of and time to objective
response

* Proportion of patients exhibiting
disease-related symptom
progression per LCSS
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CheckMate 017 (0S) s

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
= 80 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
2 5
o
o
s 604
ey Hazard ratio for death, 0.59 (0.44-0.79)
— 504 P<0.001
o
2
£ 40-
v Nivolumab
T 30+
@
.
o 20+
109 Docetaxel
0 I I I I I I ]
0 3 b 0 12 15 18 21 24
Months
No. at Risk
Nivolumab 135 113 1 69 52 3l 15 7 0
Docetaxel 137 103 (%] 45 30 14 7 2 0



®
& CDDF

.
L L

CheckMate 017 (PD-L1) s

C Overall and Progression-free Survival According to PD-L1 Expression Level
PD-L1 Expression Level Nivolumab Docetaxel Unstratified Hazard Ratio (95% Cl)
no. of patients
Overall survival ;

=1% 63 56 —_— 0.69 (0.45-1.05)
<1% 54 52 —— | 0.58 (0.37-0.92)
~5% 42 39 & | 0.53 (0.31-0.89)
<5% 75 69 —— 0.70 (0.47-1.02)
=10% 36 33 o | 0.50 (0.28—0.89)
<10% 81 75 —— 0.70 (0.48-1.01)
Not quantifiable at baseline 18 29 3 : 0.39 (0.19-0.82)
Progression-free survival :
=1% 63 56 —— 0.67 (0.44-1.01)
<1% 54 52 —— 0.66 (0.43-1.00)
=5% 42 39 @ : 0.54 (0.32-0.90)
<3% 75 69 —y—— 0.75 (0.52-1.08)
=10% 36 33 - : 0.58 (0.33-1.02)
<10% 81 75 —— 0.70 (0.49-0.99)
Not quantifiable at baseline 18 29 o : 0.45 (0.23-0.89)

0125 025 050 100  2.00

Nivolumab Better Docetaxel
Better



Checkmate 017 (PD-L1 1%)
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Overall Survival (%)

Number of patients at risk
Nivelumab PD-L1 expression 21%
Mivolumab PD-L1 expression <1%
Docetaxel PD-L1 expression 21%
Docetaxel PD-L1 expression <1%

[ L]

o,

.
o8
"o

®
&3 CDDF

EUROPEAN MEDICINES AGENCY

Mivolumab versus docetaxel (FD-L1 expression 21%): HR (95% CI} = 0.65 [0.45, 1.1)

-~ A& Mivolumab PD-L1 expression 21% (mOS = 9.3 mo)
I.""L:I"--.. & Nivolumab PD-L1 expression <1% (mOS = £.7 mo)
1
N
— —BAA — A
T ] I I I T I 1
0 3 6 9 12 15 18 21 24
Time (months)
63 51 38 32 23 15 5 2 o
54 46 34 26 21 11 2 5 (i}
13 43 31 21 14 6 3 1 0
22 39 25 1o 11 6 2 0 o

Nivolumab versus docetaxel (PD-L1 expression <1%:): HR {95% CI} = 0.58 [0.37. 0.92)



Checkmate 017 (PD-L1 5%)

100

& Mivolumab PD-L1 expression 25% (mO5 = 10 mo)

,ﬂ_ Mivalumakb PD=L1 expression <5% (mO% = 8.5 mo)
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Mivelumak versus docetaxel [PD-LL expression 25%): HR (95% Cl) = 0.53 (0.31, 0.89)

90
80
£ 70
o
= 60 -
Z y
E’ 50
= 40
o
> 30
o
20
10
0= | 1 I | 1 T I 1
0 3 b 9 12 15 18 21 24
Time (months)
Number of patients at risk
Mivolumab PD-L1 expression 25% 42 37 27 23 17 11 4 2 0
Mivalumab PD-L1 expression <5% 75 &0 45 a5 27 15 9 5 0
Daocetaxel PD-L1 expression 25% 39 30 20 14 8 3 1 1] 0
Docetaxel PD-L1 expression <5% 69 52 36 23 17 9 4 1 0

Mivolumab versus docetanel [PD-L1 expression <5%): HR (25% Cl} = 0.70 (0.47, 1.0}
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PD-L1 expression level
Not

<1% 21% <5% 25% <10% 210% evaluable®
Nivolumab (N = 135)
PD-L1 expression.,” n (%) 54 (40) 63 (47) 75 (56) 42 (31) 81 (60) 36 (27) 18 (13)
Objective response rate,” n (%) 9(17) 11 (17) 11 (15) 9(21) 13 (16) 7(19) 7 (39)
[95% CI] [8, 29] [9, 29] [8, 25] [10, 37] [9, 26] [8, 36] [17, 64]
Docetaxel (N = 137)
PD-L1 expression,” n (%) 52 (38) 56 (41) 69 (50) 39 (29) 75 (55) 33 (24) 29 (21)
Objective response rate,” n (%) 5(10) 6(11) 8(12) 3(8) 8(11) 3(9) 1(3)
[95% CI] [3,21] [4,22] [5, 22] [2, 21] [5, 20] [2, 24] [<0.1, 18]
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N Unstratified
HR (95% CI)

Overall 272 0.59 (0.44, 0.78) —— :
Prior paclitaxel vs other prior treatment I

Prior paclitaxel 92 0.51 (0.31, 0.83) ® :

Another agent 180 0.63 (0.45, 0.90) —— :
Region |

US/Canada 86 0.59 (0.36, 0.98) ® :

Europe 155 0.50 (0.34, 0.72) ——— I

Rest of world 31 1.53 (0.65, 3.62) -
Age ;

<b5 years 152 0.52 (0.35, 0.75) —— |

>65 and <75 years 91 0.56 (0.34, 0.91) o |

275 years 29 1.85 (0.76, 4.51) | ® >
Gender |

Male 208 0.57 (0.41, 0.78) — :

Female 64 0.67 (0.36, 1.25) F—
Race :

White 252 0.59 (0.44, 0.79) — :

| T [ T 1
.25 0.5 1.0 2.0 4.0

Nivolumab <+ Docetaxel
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Study CA209057: Phase III Study of Nivolumab vs. Docetaxel
in Advanced/Metastatic Non-Squamous Cell NSCLC

Phase III Trial

St IIIB/IV Non-squamous NSCLC Primary Endpoint
N=574 s 0S
Secondary Endpoints
« ORR
Docetaxel Nivolumab * PFS
75 mg/m? IV 3 mg/kg IV « ORR and 0S in PD-L1+ vs. PD-L1-
Q3W Q2W subgroups

« Proportion of patients exhibiting
disease-related symptom progression
Treat until progression, per LCSS
unacceptable toxicity, or
withdrawal of consent

Primary: Overall Survival (0S)
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A Overall Survival
100+
g 00— No. of Median 1-¥r
2 g0 Deaths/ Overall Overall
3 70 Total No. Survival  Survival Rate
us n of Patients (95% Cl) (95% Cl})
= 60 mo %
= 50 | Nivolumab 190/292 122 (9.7-15.0) 51 (45-56)
2 40 ) Docetaxel 223/290 9.4 (8.1-10.7) 39 (33-45)
| .
@ 304 ! Nivolumab Hazard ratio for death, 0.73 (96% Cl, 0.59-0.89)
T 20 i P=0.002
L]
3 1o i Docetaxel
0 T T T f T T T T |
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
MNivolumab 292 232 194 169 146 123 62 32 9 0
Docetaxel 290 244 194 150 111 88 34 10 5 0




CheckMate 057 (0S PD-L1)

5

Cverall Survival

| 21% PD-11 expression level

>5% PD-L1 expression level

210% PD-L1 expression level

Nivalumab 123

Dacetaxel 133

Overall Survival (%)

Murniber of patients at risk

Mivoiumat

Docetaet

100 1004
L
mas (mo) 204 mos (ma) 0 -"\L' mos [mo)
Nivolumah 17.7 80 L1 Nivolumal 19.4 20— ‘_\_ MNivolumab 19.9
Docetaxe 5.0 e : Docetaxel 8.1 = 5 : Docetaxel B0
o 704
o Lh_‘_‘-u \.\!‘_‘ = 51
50+ S0 504
40— Llky 404
30— 504 -L 30
—k— Nivolumab i
20 ocetaxel 20+ 20
10— 104 10
HE [95% C1) = 0.58 (0,43, 0.79) HR (958 1) = 043 [0.30, 0.62) HR [95% 1] =0.40 (0.27, 0.58)
o T T T T T T T T T | o T T T T T T T T T 1 a T T T T T T T T T 1
o 3 § g 12 15 18 21 2 27 30 0 3 B 9 12 15 18 21 28 2T 30 ] ] 5 9 12 15 18 21 24 2 30
Time [months) Tinme {months) Time (months)
FMumber of patients at risk
b= B T 78 Ta &8 56 24 13 3 (1] 95 B3 73 86 B3 54 47 0 12 3 o a6 77 67 Bl 58 53 &4 ) 11 3 a
10z ap 61 44 5T 4 B 3 3 1] 85 70 55 39 17 18 ir 4 1 1 o e 83 50 35 5 1 13 3 1 1 a
100 \1 <1% PD-L1 expression level 00 g <5% PD-L1 expression level 1004y | <10% PD-L1 expression level
80— o0
ED— k m03 (mo) mis jma) B ms [ma)
10 : Nivolumak 10.5 Mivolumab o8 70 a9
) Docetaxe| 10.1 Docetaxel 1.1 103
E0 : 0
50— 50
ELE 404 R 40
M- L H\\'\r‘ 30 ‘_\_‘*-H 30
== Mivolumak . .
JEmm e ey e
10 10 i 104 1=
HR [25% CI) = 0,87 (0.63, 1.19) HR [95% CI) =096 [0.73, 1.27) HR [95% CI} = 0.96 (0.74, 1.25)
0 T T T T T T T T T 1 o T T T T T T T T T 1 o T 1 1 T T 1 T T T 1
o 3 & 9 12 15 1B a1 25 27 30 1] 3 8 g 12 15 18 21 24 T 30 o 3 & 9 12 15 1E 21 24 27 30
Time [mont hs] Time [months) Time [months)
108 82 70 81 43 41 36 23 13 1 0 135 48 = 73 80 51 45 7 4 1 0 145 14 90 78 65 56 43 28 15 1 LU
14 87 B8 53 38 30 4 11 ? 1 0 138 119 94 75 55 42 31 15 4 3 o 145 12 99 M 50 4 35 15 4 3 0

EUROPEAN MEDICINES AGENCY
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CheckMate 057 (ORR PD-L1) ™ o

PD-L1 Expression Level .
Not
1%" 597 10%"” quantifiable”
<1% =1% 5% >5% <10% >10%

Nivolumab
n (%) 108 (47) | 123(53) | 136(59) | 95(41) | 145(63) | 86(37) 61 (21)
Objective response rate,” n (%) 10 (9) 38 (31) 14 (10) 34 (36) 16 (11) 32(37) 8(13)
[95% CT] [5.16] | [23.40] | [6.17] | [26.46] | [6.17] [27. 48] [6. 24]
Median DOR, mos 18.3 16.0 18.3 16.0 18.3 16.0 7.3
(05% CT) (42,NE) | (84.NE) | (5.5.NE) | (8.4.NE) | (7.5.NE) | (6.9.NE) (2.2.NE)
n 10 38 14 34 16 32 8
Docetaxel
n (%) 101 (45) | 123(55) | 138(62) | 86(38) | 145(65) | 79(35) 66 (23)
Objective response rate,” n (%) 15(15) 15 (12) 19 (14) 11(13) 20 (14) 10 (13) 6 (9)
[95% CI] [0, 23] [7. 19] [0, 21] 7.22] [9,21] [6.22] [3. 19]
Median DOR, mos 5.6 5.6 5.6 5.6 5.6 5.6 6.6
(05% CT) (42.99) | 3.0.57) | 42.7.1) | (3.0.7.0) | (42.7.1) | (1.6.6.2) (2.8.14.2)
n 15 15 19 11 20 10 i)
Odds ratio? 0.6 3.2 0.7 38 0.8 4.1 1.5
(95% CTI) (0.2.1.5) | (1.6.6.7) | (0.3.1.6) | (1.7.9.0) | (0.4.1.7) | (1.8,10.1) (0.4, 5.6)
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CheckMate 057 0OS subgroups “ o
Subgroup No. of Patients Unstratified Hazard Ratio (95% Cl)
Overall 582 —— 0.75 (0.62-0.91)
Previous use of maintenance therapy !

Yes 233 —— 0.80 (0.58—1.10)

No 349 — 0.73 (0.57-0.93)
Line of therapy i

Second line 515 — 0.69 (0.56-0.85)

Third line 66 — e 1.34 (0.73-2.43)
Age |

<65 yr 339 —e— 0.81 (0.62-1.04)

=65 to <75 yr 200 —_— 0.63 (0.45-0.89)

=75 yr 43 - 0.90 (0.43-1.87)
Sex |

Male 319 —e—| 0.73 (0.56-0.96)

Female 263 —e— 0.78 (0.58-1.04)
ECOG performance-status score i

0 179 — | 0.64 (0.44-0.93)

1 402 —e— 0.80 (0.63-1.00)
Smoking status :

Current or former smoker 458 —e— i 0.70 (0.56-0.86)

Never smoked 118 —_— 1.02 (0.64-1.61)
EGFR mutation status i

Positive 82 o 1.18 (0.69-2.00)

Not detected 340 —e— 0.66 (0.51-0.86)

Not reported 160 —_—— 0.74 (0.51-1.06)
KRAS mutation status i

Positive 62 - | 0.52 (0.29-0.95)

Not detected 123 ———— 0.98 (0.66-1.48)

Not reported 397 —e | 0.74 (0.58-0.94)

O.|25 U.I5C| l.bﬂ 2.}30 4.&)0

Nivolumab Better Docetaxel Better
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= >0RR and longer survival for PD-L1+

EGFRm?

= lack of benefit vs. docetaxel in PD-L1 low

= > deaths with nivolumab in first 6 months

e onset of mechanism of action?
NHY? e imbalances in prognhostic factors?
e PD-L1 expression?
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= KEYNOTE 010: phase 2/3 RCT pembrolizumab vs. docetaxel for
previously treated, PD-L1-positive, advanced NSCLC

MK-3475 PD | __ !
2 mg/kg Q3W et
Stratification by: :
1. PD-L1 e
expression o )
(weak vs. strong) PD ! | 05 & PFS
1R 1 tomgkgasw | iS¢ pramary
m ! I .
2. EC%%:’:;tus g/Kg . . endp01nts
3. Geographic | 0 ______
region ; !
(EastEAsia; vS- Docetaxel PD . i
non-East Asian) 75 mg/m2 Q3W " SFU |




KEYNOTE 010 (0S)
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— Pembraolizumab 2 mg/kg
— Pembrolizumab 10 mg/kg
— Docetaxel

Wy, My

All patients

100 — Pembraolizumab 2 mg/kg
— Pembrolizumab 10 mafkg
807 — Docetaxel
B0
P
£
w60
=z
5 50+
g 40
20— 100
20+ a0
- . 80
197 pp-L1 tumour proportion score 250%
0 T T T T Lz 70
0 5 10 15 20 %<
Number at risk z I
Pembrolizumab 2mg/kg 139 110 c1 20 3 0 % 5o
Pembrolizumab 10 mg/'kg 151 115 60 25 1 a %'
Docetaxel 152 90 38 19 1 0 g 404
8 304
2 mg/kg HR ©.54 (95% CI 0.38-0.77) N
10 mg/kg HR ©.50 (95% CI 0.36-0.70)
10
0
0
Number at risk

Pembrolizumab 2 mg/kg 344
Pembrolizumab 10 mg/kg 346
Docetaxel 343

5 10 1% 20 25
Time (months)

259 115 49 12 0

255 124 56 6 0

212 79 3 1 0

2 mg/kg HR 0.71 (95% CI 0.58-0.88)
10 mg/kg HR 0.61 (95% CI 0.49-0.75)
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PD-L1)
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Tumour Proportion Score =50% Stratum Total Population
Pembrolizumab Pembrolizumab Docetaxel Pembrolizumab Pembrolizumab Docetaxel
2 mg/kg 10 mg/kg 2 mg'kg 10 mg/kg
n=139 n=151 n=152 n=344 n=346 n=343
Overall response rate
No. of responses 42 44 12 62 64 32
% (95% CI) 30-2 (22-7-38-6) 29-1 (22-037-1) 7-9 (4-1-13-4) 18-0 (14-1.22-5) 18-5 (14-5-23-0) 9-3 (6-5-12-9)
Estimated difference
vs docetaxel ® % 23-3 (14-8-32-1) 22-2 (14-0-30-7) — 8-7(3-6-13-9) 9-1(4-1-14-3) -
(95% CT)
One-sided =0-0001 <0-0001 — 0-0005 0-0002 —
p value'
Median time to response 9(9-17) 9(9-13) 9(9-18) 9 (9-18) 9 (9-17) 9 (9-18)
(IQR).* weeks
Median duration of Not reached Not reached 8 Not reached Not reached 6
response (IQR).* months (4-2-10-4) (4-4-12-6) (2-6-8-3) (4-2-10-5) (4-2-12-5) (2-7-6-1)
Patients without 37(88-1) 35 (79-5) 7 (58-3) 50 (80-6) 48 (75-0) 19 (59-4)
progression.” n (%)
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KEYNOTE 010 subgroups 0S e
Events/patlents (n) Hazard ratio (95% CI)
Sex
Male 332/634 —i— 0-65 (0-52-0-81)
Female 189/399 —m— 0-69 (0-51-0-94)
Age (years)
<BE 317/604 —i— 0-63 (0-50-079)
=65 204/429 —u— 076 (0-57-1.02)
ECOG performance status
0 149/348 —B 073 (0-52-1-02)
1 367/678 - 0-63 (0-51-0.78)
PD-L1 tumour proportion score
250% 204/442 — B 0-53 (0-40-0-70)
1-49% 317/591 — B 076 (0-60-0-96)
Tumour sample
Archival 266,455 — 070 (0-54-0-80)
MNew 2G5/578 —— 0-64 (0-50-0-83)
Histology
Squamous 128/222 —m 074 (0-50-1-09)
Adenocarcinoma 333/708 —B— 0-63 (0-50-079)
EGFR status
Mutant 46/86 [l 0-88 (0-45-1.70)
Wild-type A447/875 —— 0-66 (0-55-0-80)
Overall 52171033 —— 0-67 (0-56-0-80)
Cl!l 1 lliil
+— —»

Favours pembrolizumab Favours docetaxel
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KEYNOTE 010 uncertainties “_ o _

= longer survival for PD-L1 250%

= > ORR for PD-L1 250%

= efficacy results for PD-L1 low expression?

EGFRm?
» histology?

EGFR statu EGFR statu
Mutant 46/86 — 088 (0-45-170) Mutant /36 —a— 79(0-94-3-42)
Wild type Fril:y - 066 (0-55-0-B0) Wild type &b0/875 —— 0-83 (0-71-0-98)
Overall 1/1033 - 0-67 (0-56-0-80) Orverall 77811033 —- 0-85 (0-73-0-98)
+— e +— —b
Favours pembrofizuwmat Favours docetaxel Favours pembrolizumat Favours docetael |

0S PFS
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Jorge Camarero PhD, MSc, PharmD

Agencia Espainola de Medicamentos y Productos Sanitarios (AEMPS)
Calle Campezo 1 = Edificio 8 =« E-28022 Madrid = Espafa/Spain
Tel: (+34) 918225152

Fax: (+34) 918225161

jcamarero@aemps.es

www.aemps.gob.es
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