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Nivolumab

Nivolumab
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LRI+ T 35.0% 11.38 (%{i10S)
K&+ 47.6% 69.2% (—FLETF=R)
KEYNOTE-189
LR + 0 18.9% 49.4% (—EHETE=R)
K5 27.3% 16748 (hAI0S)
HE'J‘EEEn KEYNOTE-042
(EEEET 28 %) s 26.5% 12148 (fI0S)
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Keytruda (pembrolizumab)

Keynotel® Keynote024

021 9 |
PD-L1 50%,
REHAAESE  IVHBIE®EIE  EGFR /ALK
JE/HEE | /NERBRAE B e B 1A
it & NSCLC
K+iEsE
GiE- TS K+AC Keytruda
A Vs VS
=B g
AC
56.7%vs | 47.6% vs 44.8% vs
30.2% 18.9% 27.8%
130vs | 99549  103vs6.0
8.9
NR NRvs 11.3 | NR vs14.5
40% vs 67.2% vs 26.6% vs
254 65.8% 53.3%

Keynote042 Keynote407
PD-L1 1%,
EGFR /ALK
B e i 8 AP A b % 9
NSCLC
T+ EENE
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39.5% vs ,
32 0% 58.4% vs 35.0%
{.1vs 6.4 6.4 vs4.8
16.7 vs. 12.1 159 vs. 11.3
17.8% vs
A1.0% 64.4% vs74.5%

Opdivo (nivelumab)

Checkmate012

BE HASE /] 2 B R
&

nivo+lisH+5 FE
=
nivo+|isH+iExE
i 3%
nivo+-KfH+IEE
=2
nivo+F§H+%%2
i
92853 A1 4
33%., 47%. 47%.
43%

B354 = 5.7,
6.8. 48, 71

Pu4E 4> 31 5
11.6. 19.2.
14.9. NR

PO 28 43 Al A 25%.
A7%. 43%. 29%

Checkmate

227

LE I

At

nivo+ipilim

umab
Vs
PT-DC

45.3% vs
26.9%

1T.7vs53

(ZP.R

31% vs 36%

i o i el W e R e i A i i

Impowerl50 | Impowerl3l
REHAEERIE N | R HARYERHE
411 BE B 8
Ate+E182+ | Ate +BER
T+ KB | EEE+FE
VS VS
B+ F8H+ BEAEVE
N & +K%H
63.5% vs 48% 49% vs 41%
8.3vs 6.8 6.3vs 5.6
19.2 vs 14.7 14.0 vs 13.9
W s Lt
58. 5% US_SD% 82% vs 70%



IZinTT 2]
{ERIRE

)



PD-1/PD-LI{ESiBES ( TEHIRMARIMER )

Signal 1

Signal 2 T cell activating

Signal 2 T eell inhibitery
Immune eheekpeint




CTLA-4(5 il % ( TRREIEIINER )

MHC Antigen TCR MHC Aniigen TCR _.

CTLA4
. EIRTS : BEFTENEE , IALLCD285 HONFAEERBREG , #1551
FLLIATS : CTLA-AREFTARIER  pczmeras , maTamER HSEOHE. BEESRERG

CDse  CDso CDs6

CTLA-45B73FESRIFHAR
CD285B73 F4EARI50-100(5

Rudd CE, et al. Nat Rev Immunol 2008;8:153-60.
Walker LS et al. Nat Rev Immunol 2011;11:852-63.
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Trafficking of THRETZ ZE 7S

T cells to tumors

@ (CTLs)

Tgmaﬂﬂjm*ﬂﬁfﬁﬁnmg and activation
(APCs & T cells) @

~ blood .
' vessel

Infiltration of T cells .
into tumors 1 ARG IR
(CTLs, endothelial cells)
lymph node

BhfEBs i [E 255 Cancer antigen @

presentation
(dendritic cells/ APCs) @
Recognition of R8I iS4
cancer cells by T cells
(CTLs, cancer cells)

— Release of @ 2 4
ﬂ*’gﬂm’”‘gﬁ%mr cell antigens Killing of cancer cells FRAHEER
(cancer cell death) (Immune and cancer cells)

Chen DS, Mellman I. Immunity. 2013;39(1):1-10.
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Tumor cell
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A | ence of
immunotherapy

Pioteln with v Protein with
neoantigen (MANA) ' necantigen (MANA)

© PD-L1/PD-1 interaction
ked by antibody, freein
cell to kill tumor cell

-L1/PD-1 interaction

blocks T-cell activation

|

5 2016 American Association for Cancer Research

CCR Reviews AACR
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Subgroup No. of Patients Unstratified Hazard Ratio (35% C1)
Overall 581 —— | 075 (0.62-091)
Prayious use of maintenance therapy i
Yes bES) —e—- 0.80 [0.58-1.10)
Nao 349 —e—| 0.73 {0.57-0.93)
Line of therapy i
Second line 515 —— | 0.69 (0.56-0.85)
Third line 6 e —— 114 073-243)
Age :
£ yr 13 —et 0.81 (0.62-104)
=65t TS yr 00 — | 063 [0.45-053)
T5yr 4 —-— 0.0 (0.43-187)
Sex i
Male 319 ——i 0.73 (0.56-0.96)
Female 263 —a! 078 (0.55-104)
ECOG performance-status score i
0 179 — 064 (0.44-093)
[}
1 40 —— 0.30 (0.63-1.00)
Smoking status :
Current or former smaker 438 —— i 0.70 (0.56-0.36)
Never smoked 118 — 1.02 {0.64-161)
EGFR mutation status E
Positive 82 —— = — 118 (0.65-2.00)
Not detected 340 —— 0.66 (0.51-0.85)
Not reparted 160 — 0.74 (0.51-108)
KRAS mutation status !
Positive 62 —_— 0.52 {0.29-0.95)
Not detected 123 —— 0.98 (0.66-148)
Not reparted 397 ——| 0.74 (0.58-0.34)
0. IES U.ISEI 1.:}0 Z.IOD 4.60

Nivolumab Befter  Docatael Batter

Events/patiznts (n) Hazard ratio (95% (1)
St
Mala 16 - 0465 {0.52-0-81)
Female 189399 —— 060 (0:51-0-04)
Age (years]
<65 7604 —— 0463 [050-079)
zh5 104/429 — 076 (057-1403)
EC0G performance status
] 149/348 —B— 073 (052-103)
1 3671678 B 063 {051-078)
PD-L1 tumour propartion score
=50% 104441 —i— 053 (0-40-070)
1-49% 317/591 —— 076 {0-60-0-96)
Tumour sample
Archival 2661455 —— 070 {0-54-084)
New T —f— 064 (0-50-0-83)
Histology
Squamous 128222 — B 074 (050-1-09)
Adenocarcinoma 333708 —— 063 {050-077)
EGFR status
Mutant 46/36 — 0-B8 (045-170)
Wild-typa 4471875 —1- 0-66 {0-55-0-80)
Overall 5211033 —B- 0-67 {0-56-0-80)
T |
01 1 10
— —
Favours pembrotzumat Faviours docetaxel
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Checlkmate057 : Krasz2ZBEEHI10;aT7 1R 1F
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Subgroup M. of Patienis Unstratified Hazard Ratio (35% Cl}
Chesall T, —— 0.75 {0.52-0.81)
Presious use of maintenance therapy H
Yes 233 —_— 050 §058-1.10)
Mo 349 —_— 073 (0.57-0.93)
Line of therapy |
Second line 515 —_— 068 (0.55-0.55)
Third fine &6 ——— 134 j0.73-2.43)
Age :
<E5 yr 330 —— 0.81 (0.6 1.04)
=65 TS yr 200 —_—! 063 (045053
=TSy a3 - 4.90 j043-157)
Gext |
Male 114 —— 073 §0.560.95)
Female 263 ——_— 078 {055 1.04)
ECOHS periormance status score E
] 174 S 064 (044 -0.23)
1 &2 —— 180 foL63—1.00)
Smoking stazus i
Current or Banmer smoker 458 —— 1 CLT0 (0 56— 0 85)
Mever smoked 115 —_—- 1.02 (064151
EGFR mutaticn status i
Pasithe 82 e 118 p0.62-2.00)
Mot detected 380 —— 066 {0.51-0.85)
Mct 160 074 (0.51-1.06
025
Miwclumab Better Docetace] Batter

H. Borghaei,N Engl J Med 2015,;373:1627-39.
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SRR ER : PD-L1RESIORTFHERX

100 | Nivo 3 Q2w 100,
. Objective Response Rate
80 80, l Nivolumab
I Docetaxel . B eoizmad [ Docetare " WTC23 or[C213
60 : 50 O #TC30rIC
I R 60 i 0
o : o . & nTC2orIC2
23 28 §4o. 9 % 60 1
20 I 13 & v 740
0 0
| 20- =
=l B ' 0=
520" 16V 3N 130 0- ] 0
= 3 Al T TC30rlC3 TC230r TCH23or TCOand | [TT850 CRPR )
overall <1% 21% >50% |C2/3 ‘01/2/3 ‘CO
<1% >1% >10% >50%
e, 28 5 EEKE
PD-L1 expression HA&PD-L1FIAKE (%)

Scott N. Gettinger et al. Oral presentation at WCLC 2016, OA03.01
WCLC 2016, Abstract OA03.05

Barlesi et al, Atezolizumab Phase Ill OAK Study.

Peters S, et al. J Clin Oncol. 2017
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60 . .
; | 519 i

50 44 i E .45
40 | | |
| 34.1 ! !
31 | | |
— 30 i : 267 |
S ! i !
-4 : 1 :
4 ! : 17.3 !
o 20 i | |
10 ! i :

0 ! 1 .
mPFS (mon) 83 58 35 6.6 3.6 536 4.2 125 4.2 35 6.1 10.3
mOS(mon) NA NA NA NA 194 159 144 17.8-NR 19.5 14.7 221 NR
PD-L1 Cutoffs: N ) QN 0 N N
\Q,'\, \Q,,'\, Q,’L Q,,'\, /9,\ ,;b\ 2 N 5 & &
| | | ol ® & olo ¢ % N 0’\\ olo
2 VAt © ) & &> N
v "\}Q’(\ 7:9 4 %00\0 %0\0 oo & ® 7
N X | o N
® S
S

Gettinger S. et al. J Clin Oncol. 2016;34:2980-7.

Reck M. et al. N Engl J Med. 2016;375:1823-1833.
Garon EB. et al. N Engl J Med. 2015;372:2018-28.
Socinski M et al. Oral presentation at ESMO 2016, LBA7
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2nd_Jine (Sq) 20d/3_Jine (Non-Sq) > 2nd.line (NSCLC) 204/3_Jine (NSCLC)
CheckMate 017 CheckMate 057 KEYNOTE-010 OAK
60 - 2 mg/kg Q3W
50 B , TIEPD-LIRIASE , HEEMI-Oiafr+
N fm
S
&
22
18 18
| | ' 14
10
8
mOS (mon) 149 104 94 205 163 157 126 138
mPFS (mon) NA NA NA NA 35 NA  NA NA NA NA 23 50 39  NA 42 41 28 26 28
//"5’@ /)"q’\ //@\ /ﬁ’b‘\ \‘56\ //6@ //q"b\ //Q’Q '\q:b\ Sk qﬁ?’q’\ /'\‘bg 'b"‘b(\ /‘LQ@ «\db \Ong N b\cp ,bgfb\
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PD-L1ENFDASRILE 2S5 ANCCNISHE

Narional
Comprehensive . NCCN Guidelines Version 3.2018 CN Guigelines In
NCCN geties Table of Contents

Non-Small Cell Lung Cancer

Nerwork® Discussion
CLINICAL PRESENTATION HISTOLOGIC TESTINGMN TESTING RESULTSN
SUBTYPE® Sensitizing EGFR mutation positive
* Molecular testing =
+ EGFR mutation testing ALK pasiti :
: ; gy ) positive (see NSCL-21)
Adenocarcinoma Y L
Lageral » ALK testing {category 1) ROS1 positive (sze N3CL-24)
« Establish histologic « NSCLC not : ggg;‘tﬁﬁ:g BRAF VBOOE positive (see NSCL.23)
subtype® with otherwise + Testing should be FO-L1 itive!l and EGFR.
adequate tissue for specified (NOS) conducted as part nf broad ALK, RO51, BRAF negative
malecular testing molecular profiling® or unknown (see NSCL-26)
{zonsider rebiopsy® * PD-L1 testing" EGFR, ALK, RO51. BRAF negative
Metastatic__ | if appropriate) or unknown, PO-L1<30% or unknown
Disease * Smoking cessation {see NSCL-27)
counseling » Molecular testing Sensitizing EGFR mutation positive
* 1“1!9;3'2& palliative v Consider EEFRDum utation -
care® [Ses NCCN and ALK testing in never ALK positive (see NSCL-21)
Guidelines fior smokers or small biopsy e I“E
Palliative Care . . ;Fe-nilmen'i. or mixed ROS1 positive [s=e NSCL-24)
quamous ¢e Istology iti K
carcinoma v Consider ROST testing TR mltm see NSCL-23
v Consider BRAF testing PD-L1 Eusltr\re and EGFR, ALK,
! i ROS1, BRAF negative or unknown
Testing should be a
conducted as part nf broad see NSCL 26
malecular profiling! EGFR, ALK, RO51, BRAF, negative
' PD-L1 testing'! or unknown, PD-L1 <50% or unknown

{see HSCL-28)
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EGFRmut BHRENE IMp150
ALK+ EREmpg IMp150
MDM2Z/45 18 BHREME E| 27515
B2MZEZ IOfi#5
PTEN#H% IOf#5
TIM-3ZA_Lig (o) 757
JAK1/2 IOfii%5
PD-L1, TMB, TNA 10 B
dMMR / MSI-H 10 B
HLA-I 2% 10 B ki, SIE
ApoE/D ZEZE 10 B
TP5338% I0 B
KRASZEZ 10 5%
KRAS/STK111t5E% IO

DDRZEZF 10 &%
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+ Opdivo : 3mg/kg/14d 100mg ( 92607T ) 40mg ( 45917T )
- 1825 : EGFR. ALK (- ) 2fHUTradtEEAmsZiHEANSCLC
- ([ RE L6 HANE 7 EHH

* Keytruda : 2mg/kg/21d 100mg/4ml . 17918 RMB
- {[R{RELIFHANG3FHE ( T£24/FHA )

- ISR R £S5 ( Er~PD1 ) :
3mg/kg/14d()3L3%Ej)3mg/kg/21d ( E||E,‘3'E,Z\E:I ) 720075/240mg ( ﬁ)
MEzy . (CREESLCAEIEANG4EHR | FpEEClEzs
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