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sistance of non-small-cell lung cancer to gefi-
tinib. N Engl J Med 2005; 352(8): 786-792

4 Miller VA et al., Afatinib versus placebo for
patients with advanced, metastatic non-small-
cell lung cancer after failure of erlotinib,
gefitinib, or both, and one or two lines of
chemotherapy (LUX-Lung 1): a phase 2b/3
randomised trial. Lancet Oncol 2012; 13: 528-
538

5 Ellis PM et al., Dacomitinib compared with
placebo in pretreated patients with advanced or
metastatic non-small-cell lung cancer (NCIC
CTG BR.26): a double-blind, randomised, phase
3 trial. Lancet Oncol 2014; 15(12): 1379-1388

6 Park K et al., ASPIRATION: first-line erlotinib
(E) until and beyond RECIST progression (PD) in
Asian patients (pts) with EGFR mutation-
positive (mut+) NSCLC. Ann Oncol 2014;
25(suppl_4): iv426-iv470

7 Weickhardt AJ et al., Local ablative therapy
of oligoprogressive di prolongs di

control by tyrosine kinase inhibitors in
oncogene-addicted non-small-cell lung cancer.
J Thorac Oncol 2012; 7(12): 1807-1814

8 Soria JC et al., Gefitinib plus chemotherapy
versus placebo plus chemotherapy in EGFR-
mutation-positive non-small-cell lung cancer
after progression on first-line gefitinib

(IMPRESS): a phase 3 randomised trial. Lancet
Oncol 2015; 16(8): 990-998

9 Lee DH et al., AACR-NCI-EORTC 2015, ab-
stract PRO7

10 Janne PA et al., AZD9291 in EGFR
inhibitor- resistant non-small-cell lung cancer.
N Engl J Med 2015; 372(18): 1689-1699

11 Park K et al., Updated safety and efficacy
results from phase I/Il study of HM61713 in pa-
tients (pts) with EGFR mutation positive non-
small cell lung cancer (NSCLC) who failed
previ- ous EGFR-tyrosine kinase inhibitor (TKI).
J Clin Oncol 2015; 33(suppl; abstr 8084)

12 Lee J-S et al., Clinical activity and safety of
the EGFR mutant-specific inhibitor, Bl 1482694
(HM61713) in patients with T790M-positive
NSCLC. ESMO Asia 2015, abstract 425PD

13 Ramalingam SS et al., IASLC 2015

1/2016

© Springer-Verlag

memo



T ESMO ASIA 2015

osimertinib 5 # L& R BUIR Y & B ik
ITEHL#Y FLAURA R56K 2 A FRA 142
BT X S A RIME AR 16T 1)
b1 bl 2 FIE <3N

1IEQ Janne fEfrfgt, KHHK
MAK HEESITIE. BT X
P, BEA 2T 50 T8 IT R
EGFR #Mil AT AT, (HIXFE BT 7]

DA IX S5 25 34T . H AT 2 T A
WU IE BT . HH SR mE LS
MEK 5 MET #ifil|B&i697, Pk %
IR AR . T RATITE AT
T NLIETE T 553 B4 40 WA &
yTiE, IR H e KRR RIS IE T
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I8 A I R B it A O E R
CElton, 9255 PRI . P W
M PZU . REED (TSR e fiti e
JERBRIFAENE, WA RRER
FAREAT T3 . T IR B I 5
12 AR MEER ., SRER, WA
BT Z A g AL, Hgh BT
IR AL, I eI IR Bl S 1]
HERS IR E -

TEM SZ VL7, 50 BT 8o it FH 4
PTG AE /b Fxfthdl. ix—
AT 3/4 HIRITAK AE, JPHE
AE FISEG TP IER AE TR .

BEH

PRI, TR L3 5 BBl T REE M
G PEAH DG TE I N, IX e I N A
fifidt PD-1 #l4 PD-L1 Hifk A
AR . BTS2, A
b2 T b i) 2 R AL T 2 7
2%, H5 LA A — 2.

& BB MY, 1
CheckMate 057 1, ZEHPrgksifE
LSBT A AEERIR NSCLC &3
PRI L2 VISR TEAR ) OS. ik
MEELE PD-L1 Rik#H HHLLfEEREH
PR, REEXHANF A
—EMIGRZ 5

durvalumab Bk & tremelimumab

ML CTLA-4 FifAMHT PD-1 AR
R A o A o BE TR YR T R R
B —Fi BE B e . XA O VR IE R OR
[FH EAN DAL SR I 58 T 4 R e fie
RN TR o 12 SR W 1) 3 3 ORI A R )
B R R B, X ORI T
FIK 152235 . £ CheckMate 012 5
T EE /T B E NG H
(ipilimumab) JngH R HU7E fU il

WA S 7RIS,
] NSCLC HF#1E— R &M T 21X W
FPUARIIRIT (5] IXPPECE A 274
TURTTRE A S o

AIREA I 5 — X 292 bt PD-
L1 ik durvalumab Fl1$i CTLA-4 $T
& tremelimumab. —I{EREHLIF bR
25 b B EISI A EY KRV
TIXFRAA TR NSCLC B3 5 11
R R E (6], IR X £
PR EA AT TR durvalumab
MRS 2 Fed 4 A5, &
o 26 8L 13 7, BAIZiEN 3
mg/kg. 10 mg/kg. 15 mg/kg T 20
mg/kg; T tremelimumab i F 5 &
HNEE4 A5, dked, ZJERE 12
3 7, 57258~ 1 mg/kg. 3 mg/kg
B( 10 mg/kg. XEEVRITHESE 1 FELE
EIH U R . g 4 4L
% PD-L1 &Ik #EAT 1 PFAG

M 201546 H 1 Hitg, fEEER
AL EA 102 L EEEZ R
VR IT o Frb R e B AR EIR
0, I H 2 HON BRAE RO & B
IR . XL 3 o — 2 A
CAamRE B =%IAT .

AR

FEBANTI TR 3/4 90 AE %N
42 %, RPEAIFE AR [FTFH—8, Hp
B I B R, 7F 32 %M
BEPEBIES, A 11 %rEE
HINGES >3 PR 92 M A
WL, HEEETF 1M 2 % e
tremelimumab # & [F#A& 1 EI7 1052
. Bildn, F#AE 1 mg/kg HFIETF
REHI, HZE 3 mg/kg il 10

1 Soria J-C et al., Efficacy and safety of pem-
brolizumab (Pembro; MK-3475) for patients (Pts)
with previously treated advanced non-small-cell
lung cancer (NSCLC) enrolled in KEYNOTE-001.
ECC 2015, abstract 33LBA

2 Herbst RS et al., KEYNOTE-010: Phase 2/3
study of pembrolizumab (MK-3475) vs docetaxel
for PD-L1—positive NSCLC after platinum-based
therapy. ESMO Asia 2015, abstract LBA3_PR

3 Paz-Ares L et al., Phase lll, randomized trial
(CheckMate 057) of nivolumab (NIVO) versus
docetaxel (DOC) in advanced non-squamous

cell (non-SQ) non-small-cell lung cancer
(NSCLC). J Clin Oncol 33; 2015 (suppl; abstr
LBA109)

4 Horn L et al., Phase 3, randomized trial
(CheckMate 057) of nivolumab vs docetaxel in
advanced non-squamous (non-SQ) non-small-
cell lung cancer (NSCLC): subgroup analyses
and patient-reported outcomes (PROs). ESMO
Asia 2015, abstract 4170

5 Rizvi NA et al., Safety and efficacy of first-
line nivolumab (NIVO; anti-programmed death-1
[PD-1]) and ipilimumab in non-small-cell lung

cancer (NSCLC). 16th World Conference on Lung
Cancer, 2015, abstract 786

6 Rizvi NA et al., Phase 1b study of the safety
and antitumour activity of durvalumab
(MEDI4736) plus tremelimumab in advanced
NSCLC. ESMO Asia 2015, abstract 4180

7 Rizvi NA et al., Safety and clinical activity of
MEDI4736, an anti-programmed cell-death-Ii-
gand 1 (PD-L1) antibody, in patients with non—
small-cell lung cancer (NSCLC). J Clin Oncol 33,
2015 (suppl; abstr 8032)
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mg/kg & T I I AR 2 s R
A, RAAE remelimumab 1 mg/kg
NBERIf R Z 5 AR &R 0] DU AR iR

TSR T LU LR
% E MR, 1 mgkg K

tremelimumab 7|5 & DA SCELE 35 1
i EN . £ A 1 mg/kg
tremelimumab [ EE RS, B BT
ORR N 28 %, —#HE ¥ ORR A
44 %. SZAYNIRFLE PD-L1 Kk
Tk, [k B E R R SR I AT
PD-L1 £ik, WaKAERN. EHHE
L OfF 66 %M EHIRBFFEIR
B, I IR IT IS TR A
5 2015 4£ ASCO K4 bRl
i HhfE A durvalumab $R45 182570

*k2
B durvalumab Jl trmelimumab JF3&TE NSCLC FIH fbiE Rz fEh

NMEKFBHFEBRENEN 1 Bl

ARCTIC: =4} B 4 NSCLC (NCT02352948)

KESTREL: —4; SCCHN (NCT02551159)

MYSTIC: —%k NSCLC (NCT02453282)

NEPTUNE: —% NSCLC (NCT02542293)

EAGLE: —%; SCCHN (NCT02369874)

DANUBE: —£:4: % (45 fitfE (NCT02516241)

SCCHN: SkIT#BEeik 4

JTTHYE A (7], durvalumab
tremelimumab BXEI7VEA T WER
Wi ORR. & 4 Ji 20 mg/kg I
durvalumab 5% 4 & 1 mg/kg
tremelimumab A VRIT 7 B8 IEH
MIFAE 0SS0 FREAT VR0 . 2Bk E

Ei5: Martin Reck {1, #ERTF{EE Grosshansdorf ffif 12 A7 BBz BhyE &

JPIRAE NSCLC K HoAthid B Jik v ) 2 151
I R A HBHFE BEAE (R
2) . ]

“PD-L1 RIXWMETFHRE R

© privat

Martin Reck f§+, #EF##EE Grosshansdorf
Bt 12 it RO R B At
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MLBATE SR Wir YRR H
BbFA2 ALl ?

FE G BT AT P A [ 8 5 STk T
bR EIEX — EW. H, AW
KE LA AR S 2 X # R R
FEAE T RObR E RIS Lo fH 2R
MBARNRE], BT iR AR R
J7i%, T HAEX MG T IR —E e
{5 L 5% B PR PR 4 /s o — b G
TR IIT RO A B R RS E T E
SCHY o FATAAF AN 5 B 37 S 77
NI 28 R R -

B A A R A E AE BT
TER bR S AL FEAE . X A P
P FE: — MR AW EYRERS R
R E VBT 2 A A B, S
R AR W BE N HERR AN K AT RE 52 3
(8 . X 7 ZI0 DA E B — A 1]
RO 24 I FATT R 3K 4 e SR s A A AT
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H 1l W LU T L6 2
5FKH CheckMate 36111541, W]
A 8 SRR AL AR R BUIR S X T4t

PD-1 HURRITh RS A T, 18
Jio g 40 43 2 7 T v R . AT
TEGRIR bR R AR SR b RR R E
AR RN 491 PD-1 HUik AT PD-
L1 FURRIFR AN . — N R R
K2l . CheckMate RGN T
TE WS AR 5 m B A PR A o B R A AR AR
R R, 2. X155 H AT
PD-1/PD-L1 2t KM XTIk
Uy, 76 PFS F1 OS it |
WRM S22 [3]. ABTA S, WOH S
Jil 20 43 S SO T JRE N . IR AR
WO 2 B 1 il 1) 28R 22 T8 AN I
(10 fifo o IR G g o IR 1) g2 S
PP AEVE R, F H AT RS ST IR
FFRO . SR Rizvi BIEERIESE T
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[iyea (8] = R I AN P = B 1 FUFEM (RS 5 3 B
AESRIAEASH (IFN, J877/R) ot (RHERE R MR R SR MR R
il ikt N [ L — M RS 3 il
(o2 B S B AR T — 536 5L RNEFRFIF S LSRN ANE TIREUEMAR
E (FRERSAMEER) TEFZEEE ReEwmTETENARRBEHE D
WELE (B ] 4

PRk durvalumab 3k 75 #0808 H0 5 s
TNy ARTE 2 RE IR BN I BN Gy
7V v B UK ) MR (5] (HA NREE
W&, B R R A T i i Ar
EMXTPL PD-1/PD-L1 Hifk B A AT
Tl s

BAT T BB KRR W T
£/ WML HHEES) EGFR RE
{1y fir e 2

KL H AR AR AR RN . H
&, M CheckMate 057 i3 C445
Hh—Lef55, FERAMY EGFR 4%
RAEREETEAD, RT3
L bE 2 vh A FE g b — % [6, 7). AT
H i HL PD-1/PD-L1 i 1A, I
atezolizumab [8, 9| FIYRM 4 [10, 11]
&, WRER 7 HRLUMES.

ERK—BA | B, PD-L1 RAHL
EYREYHAMEEER. BAE
GO IX b 25 42 (R AE DS e 2

PD-L1 ik 5 HAATAT 5 T 45 E P ED
. fEFA P PD-1/PD-L1 $Hidk
L, #RILT PD-L1 EKiLWR& S RN
Z I LLM 5 PFS A1 OS 22 [4] () B T A

BEH

Kk, HEBEE—LFAMTERELW
o {HRZFATLAUANE], PD-L1 B
PR 1 AR SR A AR ZR T IL 70 %

PD-L1 J AN — M4 5 B I b
EW. F b, vEARARNE S
T, TEAY L W RS 5 AR
LR (R . E5ET, RAAR
IF) 00 o ok HEAT I &, PN X PD-
L1 BAMEAIARE L, % PD-L1 #ETVF
rxfrHEE T ER. Hil, £
VY Bk A R A DU 7 iR AR .
BRAVEAE IR Lis ek, W
B A2 AR AN L 1

ZIEEN, BYFHEEE—-DRE
FIHMA PD-L1 VAN —IIELE 24
ATER . PRV RGN A, Bl
T UL B MR o e A T R R A BRAB
JIEN PD-L1 RIAME R AL S nT
ITHIHE T

IR FoAtd H 4 X U e ?

W PD-L2, C&iEsiHE PD-L1 %
EFE 8, FEAAEETT PD-L1 fEH
WS, H 55 PD-1 Hilki &Bi2 17
TEESRIE[12]. #£ NSCLC ¥y A Bz fndk
SR, PDL2 &R i Rk,

{H 2 A5 1E 5 4 2R 1) 32 08 7K 7 U %
k. Bb4h, CD8+4HMEIR TR “1Z3%1h
%7 HRIEMIR A NI iR ot
T4 PD-1/PD-L1 FiAA ) 5 B4 3IE B
550 H D8+ 41 i ) 25 A 2%
[13].

BT EGFR RZE, RFEAHWL,T
A2 R EU?
BHRPBEIRYT, BlanXT BRAF
O] 550 11 54 B HR B . E R AT I
EEET, 72 %% 3 %MARLE
BRAF 378 . {EIX—4H, BAICEE
B 7 s bR B EGE. B
KT MEK FHIFIA BRAF I0F15A
STV IEAE 4T Xl S BRAF 53748
8 AT o BOMAE B RVRT IR Rk
REMPIE ] T IX — B Bk, i —Anf
WZI AR RET Bifr. HEIREK,
B A K (1 32 BEASIZ S 43 T AR iR
il T X — 2R A R IR T S i 25 PE AL
H R, DLR KRR M = R R i
MRIT TR R -

FATIE &b F — AN 77 L8 B AAh
7 IE R A B B . FRATIE VA VA
N AR RL A AAT T A1 A Bk 1] G 95 i

1 Reckamp K et al., WCLC 2015, abstract 736
2 Paz-Ares L et al., Phase Ill, randomized trial
(CheckMate 057) of nivolumab (NIVO) versus
docetaxel (DOC) in advanced non-squamous cell

(non-SQ) non-small-cell lung cancer (NSCLC). J Clin

Oncol 2015; 33(suppl; abstr LBA109)
3 Hellmann MD, WCLC 2015
4 Rizvi NA et al., Cancer immunology. Mutational

landscape determines sensitivity to PD-1 block- ade

in non-small-cell lung cancer. Science 2015;
348(6230): 124-128

5 Higgs B et al., High tumoral IFNy mRNA, PD-L1
protein, and combined IFNy mRNA/PD-L1 protein

expression associates with response to durvalumab

(anti-PD-L1) monotherapy in NSCLC patients.
Ann Oncol 2015; 26(suppl 6): abstract 15LBA

6 Gettinger S et al., CMSTO 2014

7 Hellmann MD, ESMO 2014, abstract 6111

8 Horn L et al., WCLC 2013, abstract 2347

9 Soria J et al., Clinical activity, safety and bio-
markers of PD-L1 blockade in non-small-cell lung
cancer (NSCLC): additional analyses from a clini-
cal study of the engineered antibody MPDL3280A
(anti-PD-L1). ECC 2013, abstract 3408

10 Hellmann et al., Efficacy of pembrolizumab in
key subgroups of patients with advanced NSCLC.
J Thorac Oncol 2015; 10(suppl! 2): MINI03.05

11 Garon E et al., Antitumor activity of pembroli-
zumab (Pembro; MK-3475) and correlation with
programmed death ligand 1

(PD-L1) expression in a pooled analysis of pa-
tients (pts) with advanced non-small-cell lung
carcinoma (NSCLC). ESMO 2014, abstract
LBA43

12 Yearley J et al., PD-L1 expression in human

tumors: relevance to anti-PD-1 therapy in cancer.

ECC 2015, abstract 18LBA

13 Tumeh PC et al., D-1 blockade induces re-
sponses by inhibiting adaptive immune resist-

ance. Nature 2014; 515(7528): 568-571
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FERTBZ 92, 10 0 A 58 AN 25 14 T 1
WIE M. Soo W EMREERK: “Xixik
2515 HARZ BRI, AE BRI H
SRR m” . — AR 22 Ik
96 W 1200 4 B HIZERE MRS
H CTLA-4 HIIFNGIT 4200 irAE
MR H =3 ) irAE & AER BT T
fili, RN 72 %0 25 % [2].

531 CTLA-4 #HJIT AL, PD-
1/PD-L1 #5751 irAE BT RE
PE— AN A, TEIRREE T+,
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3k : Educational session “New challenges in
immunotherapy for lung cancer”, 18th
December 2015

1 Weber JS et al., Toxicities of immunotherapy for
the practitioner. J Clin Oncol 2015; 33(18): 2092-
2099

2 Bertrand A et al., Imnmune related adverse events
associated with anti-CTLA-4 antibodies: systematic
review and meta-analysis. BMC Medi- cine 2015;

13: 211

3 Brahmer J et al., Nivolumab versus docetaxel in
advanced squamous-cell non-small-cell lung can-
cer. N Engl J Med 2015; 373(2): 123-135

4 Borghaei H et al., Nivolumab versus docetaxel
in advanced non-squamous non-small-cell lung
cancer. N Engl J Med 2015; 373(17): 1627-1639

5 Reckamp K et al.,, WCLC 2015

6 Gangadhar TC & Vonderheide RH, Mitigating
the toxic effects of anticancer immunotherapy. Nat
Rev Clin Oncol 2014; 11(2): 91-99

7 Fecher LA et al., Ipilimumab and its toxicities: a
multidisciplinary approach. Oncologist 2013; 18(6):
733-743

8 Howell M et al., Optimal management of im-
mune-related toxicities associated with
checkpoint inhibitors in lung cancer. Lung
Cancer 2015; 88(2): 117-123

9 Naidoo J et al., Toxicities of the anti-PD-1
and anti-PD-L1 immune checkpoint antibodies.
Ann Oncol 2015; 26(12): 2375-2391
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1 Mok T et al., ASCEND-2: A single-arm, open-
label, multicenter phase Il study of ceritinib in
adult patients (pts) with ALK-rearranged (ALK+)
non-small cell lung cancer (NSCLC) previously
treated with chemotherapy and crizotinib (CRZ).
J Clin Oncol 33, 2015 (suppl; abstr 8059)

2 Felip E et al., ASCEND-3: A single-arm, open-
label, multicenter phase Il study of ceritinib in
ALKi-naive adult patients (pts) with ALK-rear-
ranged (ALK+) non-small cell lung cancer
(NSCLC). J Clin Oncol 33, 2015 (suppl; abstr
8060)

3 Park K et al., Efficacy and safety of ceritinib in
patients with ALK-rearranged non-small cell lung
cancer and baseline brain metastases - results
from ASCEND-2 and ASCEND-3. ESMO Asia
2015, abstract 4190
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