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1° MNePLOTATLKO

Avépag 56 etwv kamviotn ¢ ( 30py) LE LOTOPLKO UTEPTAONCS KAAAX puBULIOpEVN
ne aywyn. Mpoogpyxetat ota TEM €attiag Suomvolag otnv EAAXLOTN KOTTWOoN.
L

AvadEpeL Lo TTAEUPLTIKOU TUTIOU AAYOC TLG TTPONYOUEVEG LEPEC.

AE: Sp0O2 94%, AN: 134/78mmHg, 2®: 88/min, O: 36,7° C. PS: 2

Akpoaon: e€alelpn avarnvevotikol PBupiopatog otn AE Baon. CXR petpla
npo¢ peyaAn AE mAeupitikr) cuAdoyn, 6oL otov AP mveupova.

Mapakévtnon: Alpoppaytko e€idpwpa.

Eloaywyn oTtnV KAWVIKNA VL0 TIEPETOLPW EAEYXO KAl TIOPOXETEVON TNC CUAAOYNCG.

Eywve CT Bwpaka: Ektoc anod tnv mAsupttiky cuAloyn, pada AE UAnG kat 2 6oL otov
AP mveUpova.

Meta tnv napoxetevon BeAtiwon tou PS:1. KuttapoAoyikn mAgupLtikol vypou (+)
AdenoCA TTF1(+).

Moto ivait to emouevo Bnua;

Apeon évapén xnuetoBeparmeiog
2tadlonoinon pe PET scan kot MRI eykepaiou
Ztadlonoinon pe CT avw KotAiog- eykedpaAov, Scann ootwv
MpoypapHaTIoNOG LOTIKAG Bloyiag

A vypng Broyiag

NnRWNRE




1° NepLoTatiko
Avdpac 56 etwv kamvioTtic ( 30py) Ue LOTOPLKO uTEPTAONCS KAAQ puBuLlOpEVN
ne aywyn. Mpoogpyxetat ota TEM €attiag Suomvolag otnv EAAXLOTN KOTTWOoN.
AvadEpeL ATLO TTAEUPLTLKOU TUTIOU AAYOC TLG TTPONYOUEVEG LEPEC.
AE: Sp02 94%, AN: 134/78mmHg, 2®: 88/min, O: 36,7° C. PS: 2

¢ Akpooon: e€alewpn avamnvevotikol PBupiopatog otn AE Baon. CXR petpla
npo¢ peyaAn AE mAeupitikr) cuAdoyn, 6oL otov AP mveupova.
Mapakévtnon: Alpoppaytko eEidpwpa.
Eloaywyn oTtnV KAWVIKNA VL0 TIEPETOLPW EAEYXO KAl TIOPOXETEVON TNC CUAAOYNCG.
Eywve CT Bwpaka: Ektoc anod tnv mAsupttiky cuAloyn, pada AE UAnG kat 2 6oL otov
AP mveUpova.
Meta tnv napoxetevon BeAtiwon tou PS:1. KuttapoAoyikn mAgupLtikol vypou (+)
AdenoCA TTF1(+).

Moto ivait to emouevo Bnua;

2. Ztadiomoinon pe PET scan kat MRI eykedpaiouv
3. ZXtadiomoinon pe CT avw kotAiag- eykedpaAou, Scann ootwv

4. TMpPoypaAUMUOTIONEC LOTIKAC Bloiac




Management of advanced NSCLC
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B Comprehensive NCCN Guidelines Version 2.2019 HECH Sudeies fnder
NCCN Cancer Non-Small Cell Lung Cancer "~ Discussion
w
CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT®E
ASSESSMENT 5 ic radiosurgery
(SRS) alone
grlrgil:al resection, See Treatment of

Brain®® —s —= | Thoracic Disease

(NSCL-14)

if symptomatic or
warranted for diagnosis,
followed by SRS or whole

Limited

metastazes brain RT {(WBRT)
confirmed
See Treatment of
(Other site — | Thoracic Disease
PS 0-1 (NSCL-14)
If not previously
done
+ Brain HtFlt‘l with
contras : i See Systemic Therapy for
Migeb | —* |+ FOG PETICT scanl matantases " Metastatic Disease (NSCI A7)
+ Pathologic
confirmation of
metastatic lesion,
if possible

See Systemic Therapy for
" Metastatic Disease (NSCL-1T)

PS5 24

IPETICT performed skalt tase to knees or whole body. Positive PET/CT scan findings for distant disease need pathologic or other radiologic confirmation. f PETICT
scan is positive in the mediastinum, ymph node status needs pathalogic confirmation.

kIf MR i not possible, CT of head with conirast.

B\ neluding selected patients with stage M1z and limited number and volume of metastatic lesions amenable to definitive local therapy. Limited number is undefined but
clinizal trials hawve included up to 3 o 5 metastases.

ESee NCCH Guidelines for Central Mervous System Cancers.




1° MNePLOTATLKO

‘Eywve Bpoyxookomnon kot Anén BroPiwv armod L10R, kot amd evdéoBpoyxiki aAAoiwon
ToU AE KATW TIOU €0TAANCOAV YLOL LOPLOKO EAEYXO.

MNapaAAnAa oAokAnpwOnke n otadlomnoinon pe PET /MRI brain rou €6si€ayv 2
uTtepUETABOALKOUC 6louC oTov AP TTvEUOVA, NTTOTIKEC LETAOTACELC KOl 2 ULKPEG
OCUUTITWHATIKEG LETAOTAOELG OTOV eyKEPAAO (10mm Kat 8mm)

Apeon €vapén oAokpaviac aktivoBepareiog

Apeon Evapén xnueltobepaneiog

Apeon €vapén Stereotactic Brain Radio Surgery kot xnpueioBeparmneiog
Apeon évapén Stereotactic Brain Radio Surgery kot avapovi popltakou
eAEyyou

5. Avapovi pHopLlakoU eAEyxou

PWONR




1° MNePLOTATLKO

‘Eywve Bpoyxookomnon kot Anén BroPiwv armod L10R, kot amd evdéoBpoyxiki aAAoiwon
ToU AE KATW TIOU €0TAANCOAV YLOL LOPLOKO EAEYXO.

MNapaAAnAa oAokAnpwOnke n otadlomnoinon pe PET /MRI brain rou €6si€ayv 2
uTtepUETABOALKOUC 6louC oTov AP TTvEUOVA, NTTOTIKEC LETAOTACELC KOl 2 ULKPEG
OCUUTITWHATIKEG LETAOTAOELG OTOV eyKEPAAO (10mm Kat 8mm)

4. Apeon evapén Stereotactic Brain Radio Surgery kat avapovry HopLakou

eAEyxou
5. Avapovr HopLlakoU eAEyxou




1° MNePLOTATLKO

IMoto uopioako EAcyyxo da {NTNOETE;

A S A

KRAS, kot av 0etikoc, EGFR kat EML4-ALK
EGFR, EML4-ALK, ROS1, BRAF kat PD-L1
KRAS, kat av apvntikoc, EGFR kat EML4-ALK
EGFR, EML4-ALK kat ROS1

Movo ROS1 kat BRAF



1° MNePLOTATLKO

IMoto uopioako EAcyyxo da {NTNOETE;

2. EGFR, EML4-ALK, ROS1, BRAF and PD-L1




. Management of advanced NSCLC

. You Just Can’t Call it Lung Cancer Anymore

-

Journal of IASLC CAP/IASLC/AMP Molecular Testin
Thoraci g
0racic ﬂﬁf J Guideline

Oncology

All non squamous NSCLC should be tested for EGFR,ALK,ROS1 and BRAF

NGS Multiplexed genetic sequencing panels are preferred over multiple single-gene
tests to identify other treatment options

NGS panels should also be used to test for mutations in ERBB2, MET, RET, and NTRK
as well as EGFR and ALK

For single —gene assessment IHC is as valid as FISH for ALK fusion, and can be used as
screening for ROS1 fusions.

Tissue should be preserved to enable testing for immunomodulatory therapies.

Philip T. Cagle, MD on behalf of CAP, Yasushi Yatabe, MD, PhD on behalf of IASLC, Neal Lindeman, MD on behalf of AMPNeal |.
Lindeman N et al JTO 2018; 13:3232-358
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pona) NCCN Guidelines Version 2.2019

e Comprehensive
NOON Cooc:  Non-Small Cell Lung Cancer

MCCHN Guidelines Index
Table of Contents
Dizscussion

Network®

CLINICAL PRESENTATION HISTOLOGIC TESTINGD TESTING RESULTSH
SUBTYPE? Sensitizing EGFR mutation positive
- Molecular testing see NSCL-18
v EGFR mutation testing ALK p-c:siti\re w
» Adenocarcinoma (category 1) "
+ Large cell » ALK testing (category 1) ROS51 positive (see NSCL-24)
 Establish histologic | #|+ NSCLC not ' ggﬂ}z:ﬂn"g BRAF VGIOE positive (see NSCL-25)
subtype? with otherwise + Testing should be
adeqguate tissue for 2 ified 'NCIS.] PD-L1 =50% and EGFR ALK H'E‘gﬂtl'ﬂ'ﬂ
q . pec conducted as part of broad or unknown
molecular testing molecular profiling (see NSCL-26)
Advanced (consider rebiopsy99 | * PD-L1 testing (category 1) EGFH, ALK, ROS51, BRAF negative or
or _, | if appropriate) unknown, PD-L1 <560% or unknown
metastatic * Smoking cessation = Molecular testing see NSCL2T
Disease counseling » Consider EGFR mutation Sensitizing EGFR mutation positive
* Integrate palliative and ALK testingll in never see NSCL-18
care® [See NCCHN smokers or small biopsy ALK positive (see NSCL-21)
Guidelines for SP'E":'"‘EHSs of mixed pe .
Palliative Care Squamous cell l&lﬂtﬂlndmr 051 and BRAF ROS51 positive (see NSCL-24)
» Consider an .
carcinoma testing in small biopsy BRAFVGODE positive (see NSCL-25)
ﬁﬁ'ﬂ:ﬂﬁ;‘s or mixed PD-L1 250% and EGFR, ALK negative
k [see NSEL -26)
+ Testing should be orunknown
conducted as part of broad EGFR, ALK, ROS1, BRAF, negative
molecular profiling" or unknown, PD-L1 <50% or unknown
» PD-L1 testing (category 1) (see NSCL-28)




1° MNePLOTATLKO

Avdpac 56 etwv kamviotic ( 30py) Stayvwotnke pe non-squamous NSCLC
otadlou IV, PS:1

& To poplakod mpodiA tou Oykou £6¢eLe:

PD-L1 57% TPS,

ALK -ve,

ROS"I - Ve,

EGFR wt

O aoBevnc oag eival TPOBUOG va KAVEL TO KAAUTEPO YL TNV AVTLLETWTILON TNG

a0BOEVELAC TOU.
TLOa tou npoteiveTal;

1.Pembrolizumab

2.Nivolumab/ Ipilimumab
3.Carboplatin/pemetrexed /pembrolizumab

4. Carbo /paclitaxel/bevacizumab/ atezolizumab
5. Platinum doublet chemotherapy



‘ Management of advanced NSCLC

Personalized therapy in advanced Stage NSCLC -
Current 1st Line Landscape

Chemotherapy”™ Targeted TKI TherapyCheckpoint Inhibitors

/\ P~ Genomics-driven TKIS:
Histologic = EGFR ANti_PD-1

subtyping for = ALK
chemotherapy = ROS1
= BRAF V600E

Anti-PD-L1

From 1980s-today From 2009 - today From 2015 -today

VEGF mAbs from 2006
PD-1 mAbs from May 2017



Immuno-Oncology in NSCLC

1st-line single agent 10

KEYNOTE -024: Study Design KEYNOTE -042: Study Design

Key Eligibility Criteria Pembrolizumab

« Untreated stage IV NSCLC 200 mg IV q3w
———————— (2 years)

* No activating EGFR mutation or
ALK translocation
» No untreated brain metastases Platinum-Doublet Pembrolizumab

* No active autoimmune disease Chemotherapy 200 mg q3w
requiring systemic therapy (4-6 cycles) for 2 years

Key Endpoints
Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety
Exploratory: DOR

Reck et al N Engl J Med 2016;375(19):1823-1833

Pembrolizumab 200 mg O3W
for up to 35 cycles

{n =637") Mo cross

over

Platinum-based CT*
for up to 6 cycles
[n =637%)

Primary endpoints: 05 in PD-L1 TPS = 50%, =
20%, and = 1% (owerall) populations

Secondary endpoints: PFS, ORR e mear )
in PD-L1 TPS = 50%, = 20%, and = 1% {overall)
Safety in PD-L1 TPS = 1% (overall) population

Lopes G, et al. ASCO 2018. Abstract LBA4.



Immuno-Oncology in NSCLC

1st-line single agent 10

KEYNOTE -024: Efficacy KEYNOTE -042: Efficacy

- Media 24-Mo
1004 Events,n  HR (95% Cl) 100 E':E Mo= [ggagsﬂp % >
901 Pembrolizumab 63 0.63 Pembrofizumab =0 & 13E.2] t‘:i*ﬁiﬁ;l ';"g;
80l (0.46-0.88) 20 or 438 |6EE) 1 I
701 Chemotherapy 84 P =003
% 601 | % 0
g 50 ; N — Median (95% CI) I
o] 40 ! NR (19.4 mo-NE) [
1 145 mo (9.8-19.6) 401
301 | | HR:0.81
2 | | 20 i
104 1 | . (95% CI: 0.71-0.93; P =.00158) 1
1
0 . v . 3 . } . . o I
0 3 6 9 12 15 18 2 24 0 g 5 18 24 30 36
Time, months Patientsatrizk, n Mos
No. at risk 637 4é_3 365 112
i
154 1% 121 12 106 E) 57 20 4 Brahmer JR et al J Clin Oncol 2017 ;35 (suppl): 637 485 316 ié : ag E ﬁ i
LTI < TS [/ A ] 64 % 1% 4 abstract 9000 h
TPS250%  0.63 (0.45, 0.88 ___TPS250%  0.69 (0.56, 0.85)

TPS220% 0.77 (0.64, 0.92)
TPS2 1% 0.81 (0.71, 0.93)

TPS21-49%  0.92(0.77, 1.11)

Brahmer JR et al J Clin Oncol 2017 ;35 (suppl): abstract 9000 Lopes G, et al. ASCO 2018. Abstract LBAA4.



KEYNOTE 189: Trial Design

Pemisrolizumab 200 mg + (no crossover permited)
» Untrested stage IV Pemetrexed 500 mgim’ + 200 myg QIW for
nonsquamous NSCLC Carboplatin AUC 5 OR up o 3: cycles { R s _
+ No sensitzing EGFR o Cluplatin 75 mgim? ey Vor c.m.:n;.;w.s:mw pterolizumat ;terz?:tﬁd mtl‘;
{I.Pi nl'l.trlhum QI for d cycles £00 mglm’ QIW racumant metzstatic 4or Boyoies until PO per a
+ ECOG PE0 ort Eﬂmmﬁ NSCLC RECISTv1.1 =
* Provision of & sample for Tm'"""uﬁt mprm"m' or loss of %
Placabo (normal saline) + Placebo normal saline) for biomarksr tasting . = .ntazﬂt:tllzurm clinical =
+ Mo symplomatic brain "E"";”'I-"d' "J';:FJ”frE‘FL' for up to H cycles any PO-L1 HC status Carboplalir: + Pacliiznss ot benefit I
watiatines Carboplatin AUC 8§ OR ¥ i o =
N e reculd Claplatin 76 mpim Pematraxed .‘h;;mn fectors: BevaSzUmaD ANDVOR =
* Ho pneumonitis requiring i =
systemic steralds O3W for 4 cycles £00 mp/m? QW * PO-L1 IHC expression Treated with £
T = A C "":1"1"“"' bevacizumah L
N=1202 Carbopiatin: + until PO per
Cross over was Pacitansi Bavacirumaly RECIST vi.1
[TPE* <1 Y J

« Plaginaim

Immuno-Oncology in NSCLC

1st-line combination CT-IO
Non-Squamous

All comers
IMpower150 Study Design

Mazinfenznce therspy

Pembrolipumal

|

[chuplatin v carbopdatin Pembsolizumab
ing history £00mg O
ot formericurrent) faor up to 35 cycles

s Patients with a sensitizing EGFR mutation or ALK translocation musst heve disease progression or intolerance of
treatment with one or more spproved targeted therspies

& Aerlzumal: 1200 mg IV gw. « Carboplatin ALC 61V giw. 4 PaciRael 200 mghme IV g3w. « Baactumal: 15 mgkg IV
W

Gandhi, AARC 2018; Gandhi, NEJM 2018

Socinski MA, et al. ASCO 2018. Abstract 9002




Immuno-Oncology in NSCLC
1st-line combination CT-10
Non-Squamous

KEYNOTE 189: Efficacy OS

100

1-yr OS 69.2% (chemo/pembro) vs.
49.4% (chemo/placebo)

Pembrolizumab combination

o1 HR: 0.49 (0.38,0.64) | e

Hazard ratio for death, 0.49 (95% CI, 0.33-0 64)

Patients Who Survived (%)
é
|

—
Score, %
<1 84/190 0.59 (0.38, 0.92)
>1 135/388 0.47 (0.34, 0.66)
1-49 65/186 0.55 (0.34, 0.90)
[>50 70/202 0.42 (0.26, 0.68) |

Gandhi, AARC 2018; Gandhi, NEJM 2018



Immuno-Oncology in NSCLC

1st-line combination CT-I0

Non-Squamous
IMpowerl50 Efficacy OS Stezob+
By &
Corbeo fPec Carba/Pac
10 7 Patiants, n 353 337
[
0 | ::_:r“" o5 192 147
{17.0-23.8] {13.3-153)
_— {855 O]
a0 12-mo 05, % &7 51
E S S s s A EEEEEEEE NN NN RN EEEEEEEEEEEE 18-mo 05, % = 4l
E . Ao 05, % 43 34
Median follow-wup: =~ 20 mos.
n -

012345678 9101112134518V IE815202 1222322526272 B28303 1323334

High (TC3 or IC3)
Low (TC1/2 or IC1/2)
Negative (TCO and ICO)

Mos

PD-L1 HR for Death (95% Cl)

0.70 (0.43, 1.13)
0.80 (0.55, 1.15)
0.82 (0.62, 1.08)

Socinski MA, et al. ASCO 2018. Abstract 9002.



Immuno-Oncology in NSCLC

1st-line combination CT-I0

Non-Squamous
IMpowerl50 Efficacy OS by Subgoup

Subgroup n (%)* Median 05, Mos HR
ABCP BCF
PD-L1 high (TC3 or IC3) WT 136 (20) — 252 15.0 070
PD-L1 low (TC1/2 or IC1/2) WT 226 (32)  — | 20.3 16.4 0_B0
PD-L1 -ve (TCO and ICO) WT 339 (49) —4—H 17.1 141 082
Liver metasmases WT 94 (14) ﬂﬁ 13.2 9.1 0.54
Mo liver metastases WT 602 (BE) ——y 19 8 16.7 0.83
ITT (including EGFR.ALK+) BOO {100 =] 19 8 14 9 0.76
EGFR/ALK+ only 104 (13) ME 175 0.54
ITTWT 606 (BY) —— 19.2 147 078
0.2 1.0 2.0
HR
Fror prowalceos, ITT 'WT (o = 858 ware foe @001 - -
e mctminesy greuEas ITT (e = 30T for et Favors Fawors

Atezo + Bev+ Carbo/Pac Bev+Carbo/Pac

Socinski MA, et al. ASCO 2018. Abstract 9002.



Immuno-Oncology in NSCLC

1st-line combination CT-10

Squamous
KEYNOTE 407: Trial Design IMpower131: Study Design

Untrested stage IV squsmous Pembrolizumab + Carboplatin+ [no crossover allowed)
NSCLC, Paclitaxel or nab-Paclitaxel Pembrolizumab Y

— Il : ) el
ECOG PSOVL, 3-whcyclesxd up to 31 cycles B _
Bvsilsble tumor biopsy for PO-LL (n =278} 1=tL CarboPaclitaxel* for 4-6cydes Atezolizumab
mssessment, st 500 NSCLES [n=338) Uintil PD
Moo breiin mets 11 ECOG PR 0-1: . = orloss of
N presmonites requining systemi any PO-L1 statust Atezolizumab 1200 mg IV Q3W+ clinical
S;Tm;dg; Placebo + Carboplatin + IN=1021} e 2 arbio/ nab-Paclitanel® for 4-6 cydesgad Atezolizumab benefit
(N =339) Paclitaxel or nab-Paditaxel Placebo [n=343)
e — F-whcyclesxd up to 31 cycles [ ———
SErofacoiio \ChOrs ] tratifootion fa : =
Seacfed by POLL TP (< 1% 15215 (n=281) sox Corbafreh PacktoncE
Strotified by PD 5 = = 15%] FC-LL awprassion; for 4-6 cycles Uil P}
toxone (pockitoxel vs nob-pockiboel), S — S
¥ tast n=

region (=gt Asic vs other] Cross OVer was

. . permitted
Primary endpoint: PFS by RECIST v1.1 (BICR), 08 ‘

Secondary endpoints: ORR and DoR by RECIST v1.1 Pembrolizumab
(BICR), safety up to 35 cycles

Caroplale AUC 8 0T, calpaditeed 1D mgtn? O, padibeed 200imgf e O, pomBeciaome 200imyg 08T
lper cxefimmatoe of 70 aed wicly oaiome By 50T, cpdioral comover ool eoour Sineg comBralice o
mereP oy

primary endpoints: investigator-assessed PFS per RECIST v1.1, OS5 [ITT)
ndary endpoints: PES, 05 in PD-L1 subgroups; ORR, DoR, safety

*Patients with FEOFF or ALK aberrations must have PD orintolerance to 2 1 targeted . "PO-L1 assessed by 5P142

IHC assay.
*Carboplatin AUC 6 W 03W: nab-pachitaxel 100 mgfm® IV OW: pachitaoce] 200 mefm® I O3W.

Paz-Ares LG, et al. ASCO 2018. Abstract 105. Jotte RM, et al. ASCO 2018. Abstract LBA9000.




Immuno-Oncology in NSCLC
1st-line combination CT-10

Squamous
KEYNOTE 407: Efficacy OS

100 - Events,% HR (95% Cl)
Pembro+Chemo 306 0.64
80 4 Chemo 427  (0.49-0.85)
- Eﬂ-
f ........................................... T W Median 05, Mos
° 407/ Median OS, Mos (95% Lol
15.9(13.2-NE) ' '
209 | 11.3(11.3-14.8)
ﬂ L] I 1
0 3 6 g 12 15 18 21
Maos
hV PU " 0 0 . .
Median 0S
" TPS< 1% 15.9 ll3.1—NE) 10.2 18.6-13.85 0.61 10.38-0.98I
" TPS 1% to 49% 14.0 (12.8-NE) 11.6(8.9-17.2) 0.57 (0.36-0.90)
" TPS 2> 50% NR (11.3-NE) NR (7.4-NE) 0.64 (0.37-1.10)

Paz-Ares LG, et al. ASCO 2018. Abstract 105.
]




Immuno-Oncology in NSCLC
SELECT THE RIGHT The King PD-L1

PATIENT
FOR EFFICACY
Nivolumab 28-8 Tumor cells 1%, 5%, 10% Complementary
I Pembrolizumab 22C3 Tumor cells (TPS) 1%, 50% Companion
Tumor cells (TC) 1%, 5%, 50%
Atezolizumab SP142 Complementary
Immune cells (IC) 1%, 5%, 10%
Durvalumab SP263 Tumor cells 25% Unknown
Avelumab 73-10 Tumor cells 1%, 50%, 80% Unknown

Companion diagnosis: REQUIRED for the safe and effective use of a drug
Complementary diagnostic: NOT REQUIRED but can provide additional information
TPS: tumor proportional score; TC: staining on tumor cell: IC: staining on immune cells

Tsao MS, et al. J Thorac Oncol. 2017;1(1 Suppl): Abstract PL 03.03.

ELLIN antisady SPLAT amtibody

-L] Negathe

PO-LI Postive

Mc Laughlin et al Jama Oncol 2016; 2: 46-54




Immuno-Oncology in NSCLC

1st-line combination 10-10

heckMate 227: Study Design

Secondary endpoint (current

Nivo 3 mg/kg Q2W + Ipi 1 ' analysis): PFS in patients with <
mg/kg Q6W 1% PD-L1 expression receiving
(n=187) nivolumab + CT vs CT

Histology-based CT*
(n=186)

"Nivo 360 mg Q3W + histology-

Up to2yrs

Stratified by histology
(squamous vs
nonsquamous)

Coprimary endpoints: OS in PD-
L1-selected populations, PFS in
TMB-selected populations
receiving nivolumab + ipilimumab
vs CT

>1% PD-L1
expression
st IV or recurrent (n=1189)
NSCLC,
no EGFR/ALKm,

ECOG PS 0/1
(N =1739)

<1% PD-L1
expression’
(n=550)

based CT*

*Nonsquamous: pem + cis or carbo Q3W for (n - 177)
< 4 cycles with optional maintenance (CT: pem; nivolumab + CT: nivolumab + pem); squamous: gem + cis or carbo Q3W for < 4 cycles.
1 patient randomized as < 1% PD-L1 and subsequently determined to have > 1% PD-L1 expression.

Borghaei H, et al. ASCO 2018. Abstract 9001. ClinicalTrials.gov. NCT02477826.



TMB (mut/Mb)
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Peters S et al Cancer Res 2017; 77(13 Suppl): Abstract CT082
Ramalingam S, et al AACR; 2018 Abstract CT078

mmuno-0Oncology in NSCLC

CheckMate 227: Exploratory Analysis of
PFS by TMB in Patients With < 1% PD-L1




Immuno-Oncology in NSCLC

1st-line combination 10-10
MYSTIC Trial Design

Ventana SP263

« Stage IV NSCLC
Durvalumab (n=3%

= Nlmmers prUlatiQn 20 mg/kg qgdw until disease 7
(i.e. irrespective of
PD-L1 status)
* No sensitising EGFR 1:1:1
mutation or ALK o
rearrangement Stratified by
« ECOG PS 0/1 PD-L1TC
(<25% vs =25%")
= Immunotherapy- and and histology > chemotherapy (n=372)
CT-naive oplatin OR

N=1118 randomised

+ cisplatinfcarboplatin (squamous) OR

~d + cisplatin/carboplatin (non-squamous)t
for up to 6 cycles

Primary endpoints (PD-L1 TC 225%"):
 PFS*(D+TvsCT)

« OS(DvsCT)

- OS (D+TwsCT)

Key secondary endpoints:

= PFS* (D vs CT; PD-L1 TC =225%")
« OS (D+Tvs CT, PD-L1 TC 21%")
- ORR?

= DoR

- Safety and tolerability

Key exploratory endpoints:

+ 08 hv additinnal PNl 1 TC cutoffs

» OS by blood TMB

MYSTIC Efficacy: OS

Durvalumab Chemotherapy
1.0 - (n=163) {(n=162)
Events, n (%) 108 (66.3) 128 (79.0)
0.8 — mOS, months (95% Cl) 16.3 (12.2-20.8) 12.9 (10.5-15.0)
= HR (97.54% CI) 0.76 (0.564-1.019)
k=] 0.6 — p-value 0.036
=
2 54— 38.3%
£
0.2 22.7%
o 0.0 T T T T T T T f T T T T 1
PD-L1 225 /I:I ] 3 6 9 12 15 18 21 24 27 30 33 36 39
EGFR/ALKWT T . e .
Statistical significance was not achieved

Primary endpoints:
* PFS (D+T vs CT)
« OS (Dvs CT) and (D+T vs CT)

Rizvi N, et al. Ann Oncol. 2018;29(Suppl_10): Abstract LBAG. https:/Iclinicaltrials.govict2ishow/NCT02453282.



Immuno-Oncology in NSCLC

1st-line combination 10-10
Blood Tumor Mutational Burden in MYSTIC OS Analysis

bTMB =20 mut/Mb bTMB <20 mut/Mb
D D+T cT D D+T cT
{n=T7) (n=64) (n=70) (n=209) {n=204) {n=185)
mOS, months 126 219 10.0 mOS, manths 1.0 8.5 11.6
(85% CI) (T8-186)  (11.4-328)  (8.1-11.7) {95% CI) (8.9-14.9) (6.7-9.8) (9.6-13.1)
1.0 HR vs CT* 0.72 0.49 10 HRvs CT* 0.93 1.16
(95% CI) (0.50-1.05)  (0.32-0.74) - {95% CI) (0.74-1.16)  (0.93-1.45) -
HRvs D* 0.74 HR vs D* 1.22
0.8 (95% CI) - (0.48-1.11) - 0.8+ (95% CI) - (0.98-152) -
8 8
S 96 48.1% S 06
3 -
= 044 3 044
[= [=
o o
0.2+ : 0.2+ :
£19.4% 20.2%: 22.9%
D.ﬂ 1 L] | L] ] L] L] 1l 1 1 L L} U.ﬂ L L 1 L] L] ] L] ; L] L] 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months) Time from randomization (months)
No. at risk
D 7 64 53 44 389 35 0 25 5 23 W 1 0 209 167134 114 98 86 7¥v2 63 55 49 21 & O
D+T 64 S50 47 43 40 37 35 32 29 29 14 2 0 204 161129 98 75 65 55 45 39 35 18 4 0
CcT M 65 51 41 2vr 25 21 16 12 11 6 0 0 185 162 135 110 89 68 53 45 41 34 17 1 0O

bTMB was evaluated with the GuardantOMI sequencing platform comprised of a 500-gene panel
bTMB evaluable dataset

Durvalumab +

Durvalumab tremelimumab Chemotherapy
(n=374) (Nn=372) (N=372)
Patients with bTMB data, n (%) 286 (76.5) 268 (72.0) 255 (68.5)

Peters S. et al. AACR 2019; CT074



Safety with the combination strategy

KEYNOTE 183: Safety, AEs

IMpowerl50: Safety

n (%)

. . e Safety Outcome Atezo+ Atezro+ Bew Bew +
Pembro+ CT (n=405) Pbo+(T (n=202) CarbofPac  + Carbo/Pac CarbofPac
Any Grade Grade2 3 |AnyGrade Grade23 (n = 400) (n = 393) (m = 394)
Any EEE 67.2 390 658 Mediandosesreceived, n (range)
AE-related d/c of all trial drugs 138 119 19 6.9 = Arerolizumab 10 (1-43) 12 [1-44) MA
= Bevacizumalr MA 10 (1-44 B (1-38
Dyc of Pembro or Pbo 20.2 158 104 84 - - [ ' : : : :
) Treatment-related AE, n (3a) 377 (94) 370 (94) 377 [96)
Anemia 46.2 163 46.5 153 » Grade3/4 172 (43) 223 (57) 191 (49)
Neutrapenia 272 158 243 119 " Grade> ) 4(1) 11(3) 2(2)
. = Fatal hemorrhagic 2 [<1) & (2) 3(=1)
Acute kidney injury 32 20 0.3 M SeriousAE, n (%) 157 (39) 174 (44) 135 (34)
iated 127 £9 1.9 45 - .
AE leading to d/fc of any treatment, 2
# Nephritis 17 15 1] 0 | 3013 13334 98 (23]

Socincki A4, =t ol AECO 3048, Abstroct BOOZ

AE-related deaths: Pembro + CT, 6.7%; Pbo + CT, 5.9%

Gandhi, AARC 2018; Gandhi, NEJM 2018

KEYNOTE-407: Safety

Pembro+ Chemo (n

summary of AE, n (%)

Chemo (n = 280)

= 278)

All cause 273 (98.2) 274(97.9)
Grade 3-5 194 (69.8) 191 (68.2) |
Led to death 23 (8.3) 13 (6.4)

® Treatment related 10 (3.6) 6(21)
Led to discontinuation

= All treatment 37 (13.3) 13 (6.4)

" Any treatment 0o [23.4] S0 [11.8])
!mmu_ne—medi:::ted and 24 (8.6)
infusion reactions B0 (28.8) 9(3.2)

® Grade 3-5 30(10.8) 1 [u'4]

® led to death 1(0.4) :

Poz-Ares LG, =f ol ARDD 2018 Abstract 105

CheckMate 227: Safety TRAE in < 1% PD-L1

Nivo + CT Nivo + Ipi

[n=172) [n=185)
Safety Outcome

Any Grade Any Grade Any Grade
Grade 3/a Grade 3/a Grade 3/a

Any TRAE, % 02 52 74 25 77 35
;RAE leadingto d/c - - - - - -
Med_la;ddosa * Nivolumab - Jr;.l|1..'4:hlumE.ahlZl;'Jnll'l.l’:
receivea,n Q3W: 85 CT Q3W: 47

" pilimumabQewW:

= CTQSW:4-7 3

* Treatment-related deaths: nivelumab+ CT, n=4; nivelumab + ipilimumab
(both arms), n = 7; CT alone (both arms), n =8

Borghosi H, =t ol ASCO 2018, Abctract 8001




ir-Averse Events

Skin

= Dermatitis
exfoliative

= Vitiligo

= Alopecia

)

Hepatic
= Hepatitis,
autoimm
une Y,

Gastrointestinal
Diarrhea
Colitis

Myoskeletal

Myositis
Arthritis

Renal
= Nephritis

Eye
= Uveitis
= |ritis

RN \ v

- New

/Endocrine

= Hypo- or
hyperthyroidism

= Adrenal insufficiency

= Hypophysitis

= Diabetes type | /

Pulmonary

- U ﬁc O m m O n = Pneumonitis

- iverse

g B

If not vigilant, may result in
more serious immune-
related Aes Grade=23

Cardiac
= Myocarditis

a Neurologic

= Neuropathy

= Guillain-Barre

= Myasthenia
Gravis-like
syndrome

General
= Fatigue
= Fever



ir-Averse Events

Data from ipilimumab clinical studies suggests increased familiarity with associated irAEs over
time, enabling earlier detection and timely intervention

Total grade 3/4 irAEs

20

15%
4= . )
S Pivotal trial, 20101
(@)
& 10

6%
Italian EAP,
20142
0

1. Hodi FS et al. New Eng J Med 2010;363:711-23
2. Ascierto PA et al. J Trans Med 2014;12:116.




ir-Averse Events
Kinetics of appearance

r 3

== Rash, pruritis
Liver toxicity

O == Diarrhea, colitis 'E
g = Hypophysitis E
= -
O -
2 ;
S :
o :
|_

r T I T T | — Pts still on study.n 121

Pts still on treatment, 131

0 2 4 6 8 .IO 12 14 n55I on treatmen B

i Total pts with first
Tlme (WeekS) Ff“:lrtrn et al. WCLG 2015. ORALDZ 01

Jeffrey S. Weber et al. JCO 2012;30:2691-2697

e Some irAE tend to develop at certain times of treatment but
they can occur treatment or weeks to months

immunotherapy
e Clinical awareness at all times for symptoms of side effects is

necessary




ir-Averse Events

e Immune-related side effects are similar
across PD-1/PD-L1 CPis

* Incidence varies by agent(s) and may also
vary by disease

* Are dose dependent for CTLA-4 inh, but not
for PD-1/PD-L1 inh

e Combination of Immunotherapy agents are
likely to have higher incidence of irAE than
single agents

 Early recognition and differential diagnosis
is the key




General Management Strategies for irAEs

Ambulatory Hospitalized

+not in hepatic toxicity

Consider Infliximab or other

“rescue” medication for steroid
refractory irAE

_ Ask
tapering Consultation

4-6weeks

Corticosteroids po IV (2mg/kg)
(Prednisone 0.5-Img/kg) @ "~ T - ———---=-=°2

Hold drug Permanently stop{f)

(Skin, Thyroid)

3
We DO NOT reduce

doses we HOLD or
STOP

n Oncol 20



Avdpac 56 etwv kamviotic ( 30py) Stayvwotnke pe non-squamous NSCLC
otadlou IV, PS:1
To popLako mpodih tou oykou £6¢lée:

PD-L1 57% TPS,

ALK -ve,

ROS-1 - ve,

EGFR wt

O aoBevnc oag eival mpoBuOC va KAVEL TO KAAUTEPO YLa TNV OVTLLETWTTILON TNC
ao0B€veLac Tou.

TL Ba Tou mpoteivetay,

1.Pembrolizumab

'TMB unknown ‘
3.Carboplatin/pemetrexed /pembrolizumab
4. Carbo /paclitaxel/bevacizumab/ atezolizumab




I'i
KEYNOTE 189: Efficacy Response Rate by PD-L1
- Placebo/Pem/Platinum
100 - KNO24: Efficacy RR
0 - mam
A1TR P2 < 0.0001

80 - 60 | P =0.0011

P2 = 0.0055

ORR, % (95% CI)

Pembrolizumab Chemotherapy

Anshysis cut-off date: 009 May 2018,

2 50
KNO024 63/154 0.60 (0.46, 0.88)
’ KN189 70/202 0.42 (0.26, 0.68)
E'II‘ Gandhi, AARC 2018; Gandhi, NEJM 2018

\ Reck M, et al. N Engl J Med 2016; DOI: 10.1056/NEJMoa1606774; 2. Reck M, et al. ESMO 2016 presentation.



MeploTatiko 2

Fuvaika pn kamviotpla 48 eTwv MPooEp)eTaL yLla Slepelvnon
enelcodiov anwAelag ouvveidnong. H CT eykedalou pe oklaypodLko
€6€l&e povnpn LETAOTATLKY €0Tia oTOV peTwrlaio Aofo 3cm

H a/a €6ette pala otov AP katw Aofo.

Eyive Satoywpatikn Boyia (core biopsy) pe tnv kabodnynon CT.
2TAAONKe UALKO yla LOTOAOYLKNA TUTTOTIOLNON KOl LOPLOKO EAEY)O.
OMokAnpwoe otadlomnoinon pe PET xwpic avadelén emumAéov BAaBwv.

H andavinon ntav adevokapkivwpa ntvevpova TTF-1(+), pe deletion oto €€wvio 19 tou
EGFR kol PD-L1 61%TPS.

Moo eivait to emouevo Bnua;

Apeon évapén SBRS

Apeon évapén EGFR TKI

Apeon évapén avoocoBepaneiag

Apeon évapén avocoBepaneiag kat EGFR TKI

PWNPE




MeploTatiko 2

Fuvaika pn kamviotpla 48 eTwv MPooEp)eTaL yLla Slepelvnon
enelcodiov anwAelag ouvveidnong. H CT eykedalou pe oklaypodLko
€6€l&e povnpn LETAOTATLKY €0Tia oTOV peTwrlaio Aofo 3cm

H a/a €6ette pala otov AP katw Aofo.

Eyive Satoywpatikn Boyia (core biopsy) pe tnv kabodnynon CT.
2TAAONKe UALKO yla LOTOAOYLKNA TUTTOTIOLNON KOl LOPLOKO EAEY)O.
OMokAnpwoe otadlomnoinon pe PET xwpic avadelén emumAéov BAaBwv.

H andavinon ntav adevokapkivwpa ntvevpova TTF-1(+), pe deletion oto €€wvio 19 tou
EGFR kol PD-L1 61%TPS.

Moto givat to emouevo Bnua;

1. Apeon évapén SBRS
2. Apeon évapén EGFR TKI




d Management of advanced NSCLC
Advanced NSCLC Molecular Marker Positive

|
Molecular testmg

l -
:u-r
Erlotinib or Gefitinib or Afatinib Alectinib , Brigatinib, | Crizotinib I Dabrafenib/ Pembrolizumab Ia
or Osimertinib Ceritinib Trametinib
or Crizotinib
- _—
Progression
EGFR EGFR o
T790M(+)ve  T790M(-)ve ? 2
o C
Alectinib , Ceritinib 2 8
o)
Osimertinib Brigatinib or Lorlatinib =
Based on previous therapy




EGFR TKls

StUdy NO RR(%) PFSmedian OS
mut(+)pts TKls CTx TKIs CTx TKiIs CTx

Mok IPASS 261 71,2v 47,3 9,5vs 6,3 21,6 v21,9

Han First-SIGNAL 42 84,6 v37,5 8,4vs 6,7 27,2v 25,9
Mitsudomi WITOG 3405 177 62,1v 32,2 9,2vs6,3 35,5v 38,8

Maemondo NEJGSG 002 230 73,7 v 30,7 10,8 vs 5,4 30,6 v 23,6

13,6*vs 6,9

16.6 v 14.8

56,0 v 23,0

Wu LUX LUNG6 346 67,0v 23,0 11,0 vs 5,6 22.1v 22.2

*for common mutations in exon 19 and 21 I

Afatinib Langer CJ et al J Clin Oncol 13,2013



EGFR TKIs Efficacy
Head-to-head TKI clinical trials in advanced EGFRm NSCLC:
mPFS results

Afatinib (Giotrif) vs
Erlotinib (Tarceva) vs Gefitinib (IRESSA) Gefitinib (IRESSA)

25 W Erlotinib m Gefitinib E = Afatinib ® Gefitinib E
HR 0.81 (95% CI: 0.62, 1.05)  HR 1.09 (95% CI1: 0.88,1.36) :  HR0.73(95% Cl: 0.57,0.95) -
P=0.108 P=0.424 . P=0.017 .
£ 20 1 : :
) ] u
[ n (]
g | | | |
g o 130 5 s
t . 11,0 10,9 n
© n n
g 107 : :
@ . .
e : :
5 - n n
0 T - ]
N=256 n*=401 N=319
Study: CTONG 09011 WJOG 5108L2 LUX-Lung 73
tudy: Phase Ill Phase I Phase IIB
Pri TKI naive TKI naive Treatment naive
ior _ .
. (36% previously previously treated’
Therapy:
treated) _ _
Symptomatic brain Symptomatic brain
Brain Unstable brain metastases metastases, LM excluded
metastase metastases excluded excluded

1. Yang JJ, et al. Br J Cancer. 2017;116(5):568-574. 2. Urata Y, et al. J Clin Oncol. 2016;34(27):3248-3257. 3. Park K, et al. Lancet Oncol. 2016;17(5):577-5¢



EGFR TKils
Acquired Resistance

‘ Resistance to therapy even for the responders I

. IGF A.Target depended mechanisms
4
HER2 EGFR MET ERBB3 1, Gene amplification
5 | | | l : | 2. 2" mutation (T790) 50%
2 3 . .
B.Target independed mechanisms
= TN 3. MET amplification 20%
FlsK @i 4. HGF mediatate MET
/ activation
AKT @ ! 5. HER2 amplification
. 6. PI3K mutation
| D 7. BRAF mutation
mTOR |
l D C. Phenotypic Alterations
— . ' 1. SCLC Transformation 10%
Cell proliferation and survival ..
2. Mesenchymal transition 1-2%




EGFR TKils
Overcome Acquired Resistance in 1stand 2™ gen TKls

Designed to inhibit EGFR Exon19 del, L858R, T790M Key differentiation features

Wild Type EGFR EGFRmM TTO0OM -

1NN HMesene

3 1

o2 gefitinib /erlotinib

EGFRM

Wild Type EGFR T7o0M-~

a.li 5‘-5 +

AURA3Z: Osimertinib vs CODP/Pemetrexedin as 2™ L EGFR+ve, T7S0M|[+lve

A Phass W, opendsbesl, randomissd sfudy fo asssss fhe safedy and sfMomoy of AZDEIE v plafinum-bassd doublst
ohamodherapy &5 seoonddine frestmend of padiacds wih sdvancsd or metasistio HWECLS who have progressed
tolkraing frestmsm wih sn

EGFR-TE] and whose fumours srs EGFRm snd TPE0M muisdion posihee

110608 Tattanene

Randomise~410patients 2:1

MNSCLC EGFR+
progressed after TKls
and T790M-+

—
Phatinum-based dowblet CT" every 3 weeks

Fatenty with TTER bumours n the 5ot om may oom-coer BT necene
AZTEZE" Moloeing mn
moodng to FROIST otem

Primary End Point :PFS

~oobasl EGFR Muwsation Tess Roche Mobsoulsr Systems). Tissus and plesms samples will bz colisciad so & 0 undersiand: &)
T iRy of muRipls sanple pes for The dertiication of TT20M fumcwrs, 00 She mokeoular swclution of The disssss
A i ik 5t ke e bl o Cubimaracakd SO0 g o carbapiadn MICS oF pdimbracodd SO0 g o cliplsdn TS g (D i)

WETGEIS2SE, wewew.chimicairals go
W KL et ol e Dmesd 2018, frapel 1 alrtet 1407,

* Increased potency towards EGFRmM+/T790M
* Large selectivity margin vs. wild-type EGFR / IGFR
= >300 patients enrolled & ~64% Asian population

—~————

* ORR 64% in T790M with activity at all doses
* Potential to sustain longer efficacy
* Reduced EGFR wt toxicitv. no hvperalvcemic effect

AURA3: PFS by investigator assessment
Median PF5 significantly improved in all
evaluated subgroups:
= Age
= Sex
= Sensitizing EGFR m

[F (WS diease

1.0 Wiedian FF5, HE[¥5% )
- manths (¥3% a)
£ 08 Osimertind [I01J85 129 £.30 {02, Bd1)
= E Platnum-pemstrezed | 22]42 55 o001
£3 4
i
E - M‘
.
o
i
] T T T T T .
L] 3 ] L 12 15 L]
Mo. at risk Months
Csimertinib IT9 240 152 ES L 13 L]
Platinum-pemetraxed 140 e} e 17 T 1 [

Aralyss of PRS by BICR was consasient with $ invesiigator-based aralvs. HR0.28 (55% C10.20, 0.X8) p=0 001
mackan PFS 110w 4.2 monife

[ —p——
[ T pe——
R il e

Pt @ F AL Ve el U WL e 1y AR Deieme ST

i s, e e L L L o T e

T e Ergmer ey o Wi § T4

NCT02151981, www.clinicaltrials.gov;
Wu YL, et al. Ann Oncol 2015;26:(suppl 1 abstract 140TiP).



ARCHER 1050: First-line Dacomitinib vs Gefitinib in EGFR Mutation—Positive Advanced N5CLC

Patients with locally sdvanced or

metastatic NSCLC Osimertinib
E: (20 mg p.o. gd}
(n=279] v
ks until objective Straltfiag by race [ASIan vs A0T-Asian

* WHO parformance status 0/ 1 e _ ] progressive disease EGFR mudation fexon 10 vs 21)
+ Exom 13 geletion [ LENER jmnroiment oy

kol or centralF EGFR testing | .
* Mo pirior systamic anti-canoer | S s Treatment-naive patients with

EEFR-THI tharagy GEﬁt”-“h 25 m, — _ advanced NSCLC and

p.o. gd) or Erlotinib  Crossower weas slioeed for patients in the EGFR-activating mutation(z);

' M (150 m o. qd \] SoL anm, upon central confinmastion of
allowed ' : ' pragression and T730M pasitivity

ECOG PS5 0-1; no CNS

metastasss or prior THIs
(N=482) .

Endpoints

* Primary endpoint: PFS zesed on imeestigator sssemment frozording to S505T 1.1

* Secondary endpoints: ORR, DoR, Disease Control Rate, 05, Safety
FLAURA et croft: 12 Junee B01T; NCTHZSSHZE

Vi el horarory e peetormied for seeiiy Sobas EAFF Mutation Test (Roahe Moleoular Systens) BSies 5 meect st paten o
iy e e mole COMQETET prir 30 s ion. TSvery 12 mesion e 13 mone

FLAURA: Efficacy PFS 2, B0z,
ARCHER 1050: Efficacy PFS

Median PF5, months [85% CI) Median PF 5,

us — Opimerbnit 189 [15.2, 214} Events,n  Mos (95% Cl)
— SoC 10.2 (2.6, 11.1 — Dacomitinib (n=227) 135 14.7 (11.1-16.8)
{ ! — Gefitinib (n = 225) 178 9.2 (9.1-11.0)

HR 0.46
{953 C1 0.37, 0.57)
p<0.0001

HR: 0.59 (95% Cl: 0.47-0.74; P<.0001) |

Pobability of pogmess omefree surial

Patients at

a2 T T T T T T T T 1 Risk, n
s 3 & s 12 1 = m m m (no. 227 154 106 73 20 (38 O O
Mo, =t rick Time Trom rendomisetion [meorths) cen 5'0"5"} 0y (23} (31} (38} (F4) 1045} (81) (81}
Osmertinit 77 sz pEz 210 47E 439 71 35 4 o Dacomitinib 225 133 63 34 7 (40} o o
sof 777 38 157 15¢ 107 TR 7 1w oz o Gefitinib (0} (15} (23) (27) (48) (48)

Brmabinga 5, of ol HAAD, Madsd, Seain, Semlembe §-12, B2 W YL, et al Lancer Oneol 2017 18:1454-1488



3'd Generation TKIs in 15t L
FLAURA: Efficacy PFS by Sub-groups

Hazard ratio

Subgroup Favours osimertinib Favours SoC (95% confidence
Overﬁlll (nR:SSE)( mary) < 7 ~ » interval)
og Rank (primary °
Cox PH —— 0.46 £0.37, 0.57;
Sex 0.46 (0.37,0.57
Male (n=206)
Femaﬁe (n=350) i | 0.58 §0.41, 0.82;
Age a%gcreezngng)g 040 030, 052
<65 (n=
265 €n=258) | 0.44 50.33, 0.58;
- ¢ 0.49 (0.35, 0.67
Asian (n=347)
Non-Asian (n=209) —— 0.55 §0.42, 0.723
Smoking histor —_—{— 0.34 0.23, 0.48
Yes (n=199
No (n=357) O 0.48 20.34, 0.68;
[CNS metastases @ 0.45(0.34,0.59
Yes (n=116)
No (n=440) ° 0.47 éO.BO, 0.743
WHUopengzrgwance SRS —— 0.46 (0.36, 0.59
n=
1 gn:’%77l ° 0.39 20.27, 0.56;
EGFR mutation at randomisation* ® 0.50(0.38, 0.66
Exon 19 deletion (n=349)
L858R (n=207) Py 0.43 é0.32, 0.56;
EGFR mutation by ctDNA* A 0.51(0.36,0.71
P03|t|ve . 315291% 0.44 (0.34,0.57
egative (n= . .34, 0.
Central conflrmed EGFR mutation3 —— 0.48 50.28, 0.803
Eosmye (? 56%0) ) 0.43 (0.34, 0.54)
egative (n= . .34, 0.
—0— NC (NC, NC)
| | T 1 111 | |
0.1 0.2 03 04 06 0810 2.0 10.0
PFS hazard ratio and 95% confidence
interval

Ramalingam SS, et al. ESMO, Madrid, Spain, September 8-12, 2017.



EGFR TKils

Acquired Resistance
Resistance to therapy even for the responders

ol HGF- A.Target depended mechanisms
ERBB3 1, Gene amplification
| | l l 2. 2" mutation (T790) 50%
= B.Target independed mechanisms

Resistance to 3" generation EGFR TKIs 3. MET amplification 20%

4. HGF mediatate MET
activation

5. HER2 amplification

6. PI3K mutation

7. BRAF mutation

o &y P —— p— C. Phenotypic Alterations
L798l, L6922V, ETOOK « MET .
e 1. SCLC Transformation 10%
3ple [+) are resisted to C. Phenotypic Alterotions 2. MesenChymaI tranSition 1'2%

TKIS *  SCLC Transformation
____._..--‘/ *  Mesenchymal transition

Risorg=! C =t o) Anngl Onog) 2018 Sunol=mant 1 28 28-37



Optimal Sequencing for TKis

Estimated PFS With First-Line TKis

1
First-line 1st/2nd generation EGFR-TKI: T790M+ Erlotinib or Afatinib Osimertinib 26 months

1
First-line 1st/2nd generation EGFR-TKI: T790M- Erlotinib or Afatinib 16 months
0 5 10 15 20 25 30 35

Total Estimated PFS (months)

M Erlotinib or Afatinib B Osimertinib m Chemotherapy

EGFR, epidermal growth factor receptor; PFS, progression-free survival; TKI, tyrosine kinase inhibitor.

Inman, S. EGFR-Mutant NSCLC Treatment Paradigm on Verge of Disruption. OncLive. http://www.onclive.com/publications/oncology-live/2017/vol-18-no-
16/egfrmutant-nsclc-treatment-paradigm-on-verge-of-disruption. August 18, 2017. Accessed August 28, 2017.




Optimal Sequencing for TKis
FLAURA: Efficacy OS interim analysis

141 deaths in 556 patients at DCO: 25% maturity; osimertinib: 58 deaths (21%), SoC: 83 deaths (30%)

1.0

0.8 —

0.6 —

04 —

Median overall survival

Probability of overall survival

. . . HR 0.63
| Osimertinib Not reached (95% C1 0.45, 0.88)
— SoC Not reached p=0.0068 (NS)*
0.0 T T I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomisation (months)

Osimertinib 279 276 269 253 243 232 154 87 29 4 0
SoC 277 263 252 237 218 200 126 64 24 1 0

Ramalingam SS, et al. ESMO, Madrid, Spain, September 8-12, 2017.




MeploTatiko 2

Fuvaika pn kamviotpla 48 eTwv MPooEp)eTaL yLla Slepelvnon
enelcodiov anwAelag ouvveidnong. H CT eykedalou pe oklaypodLko
€6€l&e povnpn LETAOTATLKY €0Tia oTOV peTwrlaio Aofo 3cm

H a/a €6ette pala otov AP katw Aofo.

Eyive Satoywpatikn Boyia (core biopsy) pe tnv kabodnynon CT.
2TAAONKe UALKO yla LOTOAOYLKNA TUTTOTIOLNON KOl LOPLOKO EAEY)O.
OMokAnpwoe otadlomnoinon pe PET xwpic avadelén emumAéov BAaBwv.

H andavinon ntav adevokapkivwpa ntvevpova TTF-1(+), pe deletion oto €€wvio 19 tou
EGFR kol PD-L1 61%TPS.

Molov EGFR TKI Ba emiAg€ets;

Gefitinib
Erlotinib
Afatinib
Osimertinib

BWNR
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Fuvaika pn kamviotpla 48 eTwv MPooEp)eTaL yLla Slepelvnon
enelcodiov anwAelag ouvveidnong. H CT eykedalou pe oklaypodLko
€6€l&e povnpn LETAOTATLKY €0Tia oTOV peTwrlaio Aofo 3cm

H a/a €6ette pala otov AP katw Aofo.

Eyive Satoywpatikn Boyia (core biopsy) pe tnv kabodnynon CT.
2TAAONKe UALKO yla LOTOAOYLKNA TUTTOTIOLNON KOl LOPLOKO EAEY)O.
OMokAnpwoe otadlomnoinon pe PET xwpic avadelén emumAéov BAaBwv.

H andavinon ntav adevokapkivwpa ntvevpova TTF-1(+), pe deletion oto €€wvio 19 tou
EGFR kol PD-L1 61%TPS.

Molov EGFR TKI Ba emiAg€ets;

Gefitinib
Erlotinib
Afatinib
Osimertinib

BWNPRE




MeploTatiko 2

Fuvaika pn kamviotpla 48 etwv €xeL dSlayvwoTtel pe adevokapkivwpa
niveVpova otadiou IV pe eykedaAlkn petdotaon mou eAEyxOnke
enMopkwe pe SBRT kot EGFRdel19. EAafe yia 14 piveg Beparmeia pe 21S
vevelac EGFR TKI pe kaAn avtamokplon tng vooou aAAd o€ VEO
ETIOVEAEYXO TTAPOUCLALEL TIPOOSO VOOOU LE VEEC EVOOKOIALOKEG
LETAOTAOELG (NMATIKEC Kol emvedpLdiwv).

Moo givat to emouevo Bnua;

Zuvéxion tou EGFR TKI péxpt KAwiKNG emideivwong
Apeoa aAAayn og Osimertinib
ErtavaAnyn wotikng Brogiog

Yypni Bloyia
Apeon £vopén tng 4nAEttog Atezolizumab-Bevacizumab-Carbo/Paclitaxel

ihwOnNR




MeploTatiko 2

Fuvaika pn kamviotpla 48 etwv €xeL dSlayvwoTtel pe adevokapkivwpa
niveVpova otadiou IV pe eykedaAlkn petdotaon mou eAEyxOnke
enMopkwe pe SBRT kot EGFRdel19. EAafe yia 14 piveg Beparmeia pe 21S
vevelac EGFR TKI pe kaAn avtamokplon tng vooou aAAd o€ VEO
ETIOVEAEYXO TTAPOUCLALEL TTPOOSO VOOOU HE VEEC EVOOKOLALAKEC
LETAOTAOELG (NMATIKEC Kol emvedpLdiwv).

Moo givat to emouevo Bnua;

3. EmavaAnyn otkng Brogiog
4. Yypn Bodia




Liquid Biopsy for Detection of plasma EGFR mutations

:D |Mechanisms of Acquired Resistance in EGFR TKis

Detection of EGFR mutations by UD-NGS

Mutated 31(72%) 11(76%) Sensitivity: 72%

Wwild type 12 (28%) 4 (24%) Specificity: 100%

e Moderate rates of sensitivity -potential to miss a mutation

* Broad view of all tumor ->(+) blood and (-) tissue could indicate that other lesions
harbor the mutation

* Rapid results (24-72h) - allows earlier initiation of treatment

Detection of EGFR mutations by cobas test

Mutated 30 (70%) 11 (73%) Sensitivity: 71%
Wild type 13 (30%) 4 (27%) Specificity: 100%
Total 43 (100%) 15 (100%)

Marchetti et al JTO 2015



Mechanisms of Acquired Resistance in EGFR TKls
! Liquid Biopsy for Detection of plasma EGFR mutations ‘

-"1‘:1-

* 'January 2015 | EMAlTherascreen assay SARMS I
Eﬁ June 2016 Il FDA"Cobas v2 for de19 and L858 I

|September 2016 l FDA"Cobas v2 for T790M I

R Given the relative low number,76.7% of patients, who have
‘ﬁ . : i ) A s detectable EGFR m detectable mutations in plasma and tissue
A - -

FDA specified that those with negative plasma testing should

&

- -": -



MeploTatiko 2

Fuvaika pn kamviotpla 48 etwv €xeL SLayvwoTel pe adevokapkivwua
nivevupova otadiov IV pe eykedalikr petaoctaon mou eAEYXOnKke
enapkwg e SBRT kat EGFRdel19. EAafe yia 14 pnveg Bepamneio pe 2NS
vevelag EGFR TKI pe kaAr avtamokplon tng vooou aAAd o€ VEo
ETIAVEAEYXO TIAPOUGCLALEL TTPOOSO VOOOU E VEEC EVOOKOLALOKEC
HLETOOTACELG (NTATIKEG Kal EMVEPPLOLWV).

Moo givat to emouevo Bnua;

Osimertinib = ) |

3. EmavAaAnyn wotikic Brogiog P T790M(+)ve
4. Yypn Booyia . T790M(-Jve o
Atezolizumab-Bevacizumab-Carbo/Paclitaxel
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