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Outline

* Non small cell lung cancer

* Role of adjuvant chemotherapy in resected
disease

« Management of stage |ll disease
- Chemotherapy in metastatic disease
* |s there anything new??
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Non Small Cell Lung cancer

 NSCLC accounts for 80% of lung cancer cases

« Nonsguamous (adenoCA, large cell CA)

« Adenocarcinoma most common subtype and most frequent
histology in non-smokers

e Squamous
* Lung cancer remains the leading cause of cancer death

In the U.S. — 1 In 4 cancer deaths; more women die of
lung than breast cancer

*  5yr OS between 2007-13 only 23.6%

 Significant number of patients will recur with metastatic
disease even after definitive treatment
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NSCLC

« Cytotoxic chemotherapy remains mainstay of
systemic treatment for advanced disease -
approximately 50% of patients do not have a
actionable mutation

* Adjuvant treatment almost exclusively cytotoxic

chemotherapy
« Targeted therapy not approved in the adjuvant setting
outside clinical trial Alchemist trial studying

adjuvant targeted therapy in certain mutational subsets
(EGFR/ALK)
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Adjuvant Chemotherapy
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Adjuvant Chemotherapy

« Chemotherapy administered after surgery with goal of
prevention of recurrence

* Resected stage |A disease — chemotherapy not
recommended (tumors less than 3cm)

- Data in numerous randomized trials does support
consideration of adjuvant chemotherapy in resected stage IB-
stage Il
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Meta analysis LACE (Lung Adjuvant

Cisplatin Evaluation)

Table 1. Trial Description

Chemothesapy {Na. of cycles, doms of

Big Lung Trial Stage I, 11, I mgl:-;rshmmmgl'mlﬂ:iullmq:i:ﬂ Dptianal
{tritherapies)

After chemotherapy
'kl'i'ﬂ:lmuﬁmg'ml}l: B, or
Vinorelbine 30 mg/m® ® 6, ar
i.|1r|:|:|n|'|'l|r|:l1ﬂ|1'|g|1'|"t ® 3 and rfosfarmade
.‘-:Eur
ibarmyan 8 mgén® = 3 and vinblastine

ﬂmgln"#:ﬂ

cisplatin by oycle, daily do=a = MNo. of Inclugian Mo, of Patients
Tl Mame Imchusicn Critema doses for other drsgs) Radiat heragy Pesicsd Irechudead
JER1D pT2ph0® or pT1-2pN1 4 cycles, cisplatin (50 = 2) mg/m® Mo radiothesapy 1884-2001 4H2
Vinorelbine 25 mgim® = 18
ddjurvant Lung Cancer Stage I, I, [IL& 3 cycles, cisplstin 100 rr|5|.|'|'1'rI Oiatianal 1804-159949 1,088
Fropact haky Mitarmyan 8 mgén® = 3, vindesine After chemotherapy
3 mgfn® = 8
ddjurvant Mavelbins Stage I, 11, (1A 4 cyclas, cisplatin 100 mgfr? Optianal for phl+ 1894-2000 B340
Intesretional Triakest Vinorelbine 30 mgim® x 18 After chemotherapy
dsspcsation 07
International Sdprant Lung  Stage L 1, 11 3 cycles, cisplatin 100 or 120 mghm” or Optional according o pll 18862001 1,867
Trial 4 cyches, cisplatin B0 or 100 mg/m® After chemotherapy
Vindesine 3 mgim® = 88, ar
Vinblastine 4 mghm” * &8, or
Vinorelbine 30 mg/m® weekly = 13, or
E1|:|:|n|:=i-:|-|.- 100 mgim® = 8-12
18052001 ao7t

Abbresdaton: JERTD, Matioral Cancer Instriute of Canada Clinical Trial Greup szl JBR1 0.
*Pathologic tumaor (pTh and nadal (phl] stage.
tPatents with incomplete resaction in = 61} or necadjwvant chemotherapy in = 13] were excluded.
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LACE
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Median follow up of 5.2
years decreased risk of
death of 5.4%,overall HR of
death was 0.89 (95% Cl,
0.82 to 0.96; P = .005),

No significant difference
DFS/OS in 2nd drug in the
cisplatin doublet (etoposide,
vinorelbine)

Significant benefit not seen
In PS 2

Non significant survival
trend in IB disease



Adjuvant chemotherapy options

Mational

O Cuirchersve NCCN Guidelines Version 2.2018
cne - Non-Small Cell Lung Cancer

Network®

CHEMOTHERAPY REGIMENS FOR NEOADJUVANT AND ADJUVANT THERAPY

« Cisplatin 50 mg/m*days 1 and 8; vinorelbine 25 mg/m?® days 1, 8, 15, 22, every 28 days for 4 cycles?

« Cisplatin 100 mg/m? day 1; vinorelbine 30 mg/m* days 1, 8, 15, 22, every 28 days for 4 E}rcles"'-‘“

« Cisplatin 75-80 mg/m? day 1; vinorelbine 25-30 mg/m? days 1 + 8, every 21 days for 4 cycles

« Cisplatin 100 mg/m? day 1; etoposide 100 mg/m? days 1-3, every 28 days for 4 l:}rcles"

« Cisplatin 75 mg/m? day 1; gemcitabine 1250 mg/m? days 1, 8, every 21 days for 4 cycles®

+ Cisplatin 75 mg/m? day 1; docetaxel 75 mg/m? day 1 every 21 days for 4 cycles®

« Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 for nonsquamous every 21 days for 4 cyclesf

Chemotherapy Reqimens for Patients with Comorbidities or Patients Not Able to Tolerate Cisplatin
+ Carboplatin AUC & day 1, paclitaxel 200 mg/m? day 1, every 21 days for 4 cycles?
« Carboplatin AUC 5 day 1, gemcitabine 1000 mg/m? days 1, 8, every 21 days for 4 cyclesh

« Carboplatin AUC 5 day 1, pemetrexed 500 mg/m?® day 1 for nonsquamaous every 21 days for 4 cytlesi
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Adjuvant chemotherapy

« Optimal platinum regimen not established

Vinorelbine -most studied 2nd agent
-neuropathy
-high rates of neutropenia/febrile neutropenia

Docetaxel -Alopecia
-febrile neutropenia
-pneumonitis
-neuropathy
-hypersensitivity reaction (steroid pre-meds)

Gemcitabine -thrombocytopenia
-less febrile neutropenia
-no alopecia

Pemetrexed -lowest rates of febrile neutropenia
-no alopecia
-no neuropathy

CS2Aldi2(HeBlIth Care: 10



Adjuvant chemotherapy

 Administered at least 4 weeks, at most no more than 12
weeks after definitive surgery

 Cisplatin preferred when therapy for curative intent

- Carboplatin may be preferred in patients with baseline
renal dysfunction, hearing loss, pre-existing significant

neuropathy or those unable to tolerate the emetogenic
potential

« Stage IB high risk patients may benefit
« Tumor greater than 4cm
» Poorly differentiated histology
 Visceral pleural invasion
« Vascular invasion

« Bottom line: statistically significant survival benefit but
only 5-10% depending on the trial
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Management of Stage II1 NSCLC
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Stage III NSCLC

8th Edition TNM Classification

Stage A |T1a |N2 [ MO « Heterogenous group
Tib M2 MO . - T .
—— Twa o « Multidisciplinary evaluation
T T crucial
T2b [Nz w0  Historically defined as
s M1 MO locoregionally advanced due to
T4 |NO MO tumor extension into

— :ﬂ :; :2 extrapulmonary structures
T (T3/4) or mediastinal node
T1e  |nz |mo involvement (N2/N3)
T2a |N3 Mo 8! edition also includes > 5cm
T#h N3 | MmO tumor (T3) with N1 nodes or
S R >7cm tumor(T4) regardless of
T4 M2 () nOdeS

Stage NIC T3 M2 (5 )
T4 M3 [ )

Stage VA Ay T | Anvy N | M1a
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Stage I1IB/C NSCLC

* Includes
* N3 nodes
« N2 nodes but T3/T4 tumors

* Unresectable
« Definitive concurrent chemotherapy and radiation
« Platinum agent with concurrent daily radiation

« Concurrent chemoradiotherapy superior to sequential in
randomized phase lll trials

« Optimal chemotherapy regimen?

&2 Aurora Health Care-



Stage I1IB/C

National

Comprehensive NCCN Guidelines Version 2.2018 NCCN Guidelines Index

NCCN e, Table of Contents
S Non-Small Cell Lung Cancer Discussion
Nerwork
CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT
ASSESSMENT Ipsilateral
I'I'IEdI-EiSIII'Iﬂll — See Treatment for Stage IIIA (NSCL-6)
node negative
_ Contralateral (T4, NO-1)
* FDG PETICT scand (if not mediastinal . o
previously done) node negative Ipsilateral Definitive
+ Brain MRI with contrast mediastinal | |concurrent \qu| — Durvalumab®
+ Pathologic confirmation node positive chemoradiation™™
Stage lIB of N2-3 disease by either: (T4, N2) (category 1)
» Mediastinoscopy
M  Supraclavicular lymph ;igﬁ;ﬂslﬁﬂ Iﬂl Definitive concurrent Surveillance
Stage lliC node biopsy node positive| chemoradiation’ Durvalumabd — <=—= ==
(T4, N3) » Thoracoscopy : (category 1) -
. (T4, N3)
v Needle biopsy
» Mediastinotomy ,
» EUS biopsy o See Treatment for Metastasis
» EBUS biopsy Metastatic disease »| limited sites (NSCL-13) or
distant disease (NSCL-16)

CS2Aldi2(HeBlIth Care: 15



Stage 111 NSCLC

i Annals of Oncology 28: T77-783, 2017
BETTE WELCIAE ok 10,1093 annongmd0a
g Published online 30 Jlanuary 2017

ORIGINAL ARTICLE

J.Liang™", N. Bi'T, 5. Wu?, M. Chen®, C. Lv*, L. Zhao®, A. Shi®, W. Jiang”, Y. Xu®, Z. Zhou', W. Wang',
D.Chen', Z Hu', .. Lv', H. Zhang', Q. Feng', Z Xiao', X. Wang', L. Liu', T. Zhang', L. Du’, W. Chen'®,
Y. Shyr®, W. Yin', ). Li"", J. He'? & L. Wang"™
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Stage 111 NSCLC

A 200 patients randomized

l

100 allocated to EP arm

l

100 allocated fo PC arm

5 excluded from analysis
#| 1. Progressive disease at
time of study (n=2)

2. Pathological diagnosis
changed to small call lung
cancar n=1)

3. Patient refused
chemotherapy (n=2)

¥
45 eligible patients included in
efficacy analysis

l
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4 excluded from analysis
¢ 1. Progressive disease at time

of study (n=1)

2. Pathological diagnosis
changed to small call lung
cancer (n=1)

3. Patient refused
chemotherapy (n=2)
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86 eligible patients included in

efficacy analysis
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-Received radiation 60-65Gy



Results
* More grade >2 pneumonitis in PC arm

* More grade >3 esophagitis in EP arm
* Improved 3 year OS in EP arm (41 vs 26%, 0.024)

* However, patients in PC arm did NOT receive
consolidation chemotherapy cycles which is standard for
this regimen for systemic control

* Weekly PC with radiation + then two cycles consolidation
chemotherapy (higher doses q 3 weeks) acceptable and
generally more tolerable

&2 Aurora Health Care-



Stage II1 — N2 mediastinal involvement

* N2 disease that is not resectable (eg.,T3 with invasion) —
definitive chemotherapy and radiation
« Subset of patients with N2 disease will be surgical candidates

- Contraindication to surgery include poor PS, multi-station N2
disease, T4, need for pneumonectomy

- Single station N2 disease(<3cm), complete resection possible
with lobectomy may be surgery candidates

* Local control improved, no randomized studies have
demonstrated survival benefit

* Intergroup 0139 trial

« 400patients with N2 disease no OS survival advantage to
surgery after Chemo/RT but local control increased and 5yr PFS
(22 vs 11%)

« 26% post op mortality in pneumonectomy patients (negates
benefit?)

CS2Aldi2(HeBlIth Care: 19



Marional

NCCN Ehmmhemive NCCN Guidelines Version 2.2018 NCCN Guidelines Index
- able o nten
Nctoocks Non-Small Cell Lung Cancer 1 Conte
MEDIASTINAL BIOPSY INITIAL TREATMENT ADJUVANT TREATMENT

FINDINGS

Resectablekn ——» ‘

Surgical resection®
+ mediastinal lymph

T1-3, NO-1 node dissection or = See Adjuvant Treatment (NSCL-3)
(including T3 systematic lymph
with multiple node sampling
nodules in Medically
—_——

same lobe) inoperable 1o clinical stage (NSCL-2)

Definitive concurrent Surveillance

- ‘aq -
T1-2, T3 chemoradiation'a (category 1) Durvalumaly (NSCL-15)
{other than
"":2"'55';&]' ‘ = |or No apparent Surgery® + chemotherapy® (category 2B)
nodes i * + RT' (if not given

positive, MO0 Induction progression ( g )

chemotherapy™* + RT! Local—= RT! (if not given) + chemotherapy®

Progression
g < See Treatment for Metastasis
Systemic = (limited sites (NSCL-13) or
T3 distant disease (MSCL-16)
(invasion), | . Definitive concurrent - q . Surveillance
N2 nodes ™ chemoradiation’a > Durvalumaly > [NSCL-15)
positive, MO
kSee Principles of Surgical Therapy (NSCL-B).
ISee Principles of Radiation Therapy (WSCL-C).
mAfter surgical evaluation, patients likely to receive adjuvant chemotherapy may be treated with induction chemotherapy as an altermative.
“See Chemotherapy Regimens for Neoadjuvant and Adjuvant Therapy (NSCL-D).
WiZhest CT with contrast andfor PETICT to evaluate progression. -
I 1
CS2Al2HDIth Care: 20



Chemotherapy in Metastatic
Disease
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Metastatic NSCLC

«  Approximately 50% of patients are diagnosed at Stage
IV and most progress/develop metastatic disease
despite aggressive multi modality treatment in earlier
stages.

» Therapy is palliative but has been show to improve OS
VS best supportive care in patients with good PS

« Cytotoxic chemotherapy 15t line treatment for the nearly
50% of patients with no actionable mutation

« Two drugs better than one — meta analysis of 13,000pts
from 65 randomized trials
« ORR 26vs 13%
 1yr suvival 35vs 30%

&2 Aurora Health Care-



Metastatic Disease

0

Nartional
NCON Comprehensive - NCCN Guidelines Version 2.2018 Mﬁm%i?ﬂﬂ
Cancet dilg 0 NIents
S Non-Small Cell Lung Cancer Discussion
Network
CLINICAL PRESENTATION HISTOLOGIC TESTINGRh TESTING RESULTShh
SUBTYPE® Sensitizing EGFR mutation positive
* Molecular festing (see NSCI-18)
b E{':t’;‘:gr;“?;m" testing ALK positive (see NSCL-21)
+ Adenocarcinoma .
+ Large cell » ALK testing (category 1) ROS1 positive (see NSC| -24)
+ Establish histologic | f|* NSCLC not : ggﬁﬁgﬁﬂgg BRAF VGOOE positive (see NSCL-25
subtype? with / otherwise ) Testing should be PD-L1 positive and EGFR,
adequate tissue for specified (NOS) conducted as part of broad ALK, ROS1, BRAF negative
molecular testing f molecular profiling® or unknown (see NSCL-26
(consider rebiopsy®| / + PD-L1 testing" EGFR, ALK, R0OS1, BRAF negative
Metastatic___ if appropriate) or unknown, PD-L1<50% or unknown
Disease » Smoking cessation || see NSCL-27)
L‘DUI‘IEEIiI‘ig ! * Molecular testing senﬁitili“ﬂ EGFR mutation DOSilWE
* Integrate palliative \H » Consider EGFR mutation see NSCL-18)
care® (See NCCN and ALK testing! in never ALK positive (see NSCL-21
Guidelines for \\H smokers or small biopsy ' - (se NSCL21)
Palliative Care) i Squamous cell ;Pﬁcilmenﬁl or mixed ROS1 positive (see NSCL-24)
istology »
carcinoma v Consider ROST testing BRAF UEI}I;II_E positive (see NSCL.25)
» Consider BRAF testing EEE'SL;I %':EJ‘EFE" and EGFR, AhLK,
» Testing should be ' negative or unknown
conducted as part of broad see NSCL-26)
molecular profiling" EGFR, ALK, ROS1, BRAF, negative
+ PD-L1 testing or unknown, PD-L1 <50% or unknown

(see NSCL-28)



Metastatic disease — nonsquamous

Nartional

Comprehensive  NCCN Guidelines Version 2.2018 NCCN Guidelines Index
NCCN peoires Table of Contents

Network® Non-Small Cell Lung Cancer Discussion

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE (2 of 4)***

Initial C xic Th ion

Adenocarcinoma, Large Cell, NSCLC NOS (PS 0-1) Adenocarcinoma, Large Cell, NSCLC NOS (PS 2)
« Bevacizumab/carboplatin/paclitaxel (category 1)1:1:4:# + Albumin-bound paclitaxel”

. Bavacizumabfcarboplatinfpamalraxadz'T=¢=# = Carboplatin/albumin-bound paclitaxal" 8,19
« Bevacizumabl/cisplatin/pemetrexed3:T+# + Carboplatin/docetaxel’

« Carboplatin/albumin-bound paclitaxel (category 1)* + Carboplatin/etoposide®’

* Carboplatin/docetaxel (category 1]5 . l::alrI:u:u;:nIaltinJ’gilmu:.itailI:rinea

« Carboplatin/etoposide (category 1)87 + Carboplatin/paclitaxel®

« Carboplatin/gemcitabine (category 1)® + Carboplatin/pemetrexed?

* Carboplatin/paclitaxel (category 1}9' « Docetaxel20:21

« Carboplatin/pemetrexed (category 1)!° + Gemcitabine22-24

« Cisplatin/docetaxel (category 1)° + Gemcitabine/docetaxel 14

* Cisplatin/etoposide (category 1}'" « Gemcitabinelvinorelbine'5

« Cisplatin/gemcitabine (category 1)%12 + Paclitaxel25-27

» Cisplatin/paclitaxel (category 1)'* + Pemetrexed?28

« Cisplatin/pemetrexed (category 1)12

- Gemcitabine/docetaxel (category 1)14

* Gemcitabine/vinorelbine (category 1}15

« Pembrolizumab/carboplatin/pemetrexed &1

&2 Aurora Health Care-



Metastatic disease - squamous

Nartional

NCCN geortrras
Network®

Comprehensive  NCCN Guidelines Version 2.2018 NCCN Guidelines Index

Table of Contents

Non-Small Cell Lung Cancer Discussion

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE (3 of 4)~*§

Initial C xic Th ion
Squamous Cell Carcinoma (PS 0-1)

» Carboplatin/albumin-bound paclitaxel (category 1)4
* Carboplatin/docetaxel (category 1]5

» Carboplatin/gemcitabine (category 1)8
- Carboplatin/paclitaxel (category 1)?

= Cisplatin/docetaxel (category 1}:s

- Cisplatin/etoposide (category 1)1

» Cisplatin/gemcitabine (category 1)%12
» Cisplatin/paclitaxel (category 1}!1a

» Gemcitabine/docetaxel (category 1)14
» Gemcitabine/vinorelbine (category 1)1

&2 Aurora Health Care-

m Cell Carcinoma (PS 2
+ Albumin-bound paclitaxell”
+ Carboplatin/albumin-bound paclitaxel18:19
. ilZ:arI:u:upIEltin.‘u:l«:u:lﬂtmltel5
« Carboplatin/etoposide®7
« Carboplatin/gemcitabine®
= Carboplatin/ aclitaxel®
« Docetaxel20:21
+ Gemcitabine?2-24
» Gemcitabine/docetaxel'*
+» Gemcitabine/vinorelbines
» Paclitaxel?5-27



First line chemotherapy

Comparison of Four Chemotherapy
Regimens for Advanced Non-Small-Cell
Lung Cancer

oan H. Schiller, M.D., David Harrington, Ph.D., Chandra P. Belani, M.D., Corey Langer, M.D., Alan Sandler, M.D., James
Krook, M.D., Junming Zhu, Ph.D., and David H. Johnson, M.D. for the Eastern Cooperative Oncology Group

Schiller, JH, et al N Engl J Med 2002

("7 The NEW ENGLAND
“../ JOURNAL of MEDICINE
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Results

« Randomized phase Il
trial, 1200 patients —
reference regimen
cisplatin/paclitaxel

- No significant o]
difference between
regimens in first line

« Carbo/paclitaxel least %
toxic and became the
reference regimen for
ECOG

60

40+

Survival (%)

&2 Aurora Health Care-



First line systemic therapy

« Platinum doublet — cisplatin increases objective
response rate; toxicity outweighs benefit in most
patients

 Cisplatin increased nephrotoxicity and emetic
potential

« Carboplatin increased thrombocytopenia

 Histology matters in choosing 15t line chemo

« Carboplatin/ paclitaxel or carboplatin/gemcitabine in
sguamous histology

« Carboplatin/pemetrexed or carboplatin/paclitaxel in
nonsquamous histology

&2 Aurora Health Care-



First line systemic therapy

WOLUBE 28 - MUMBER 21 - JULY 20 2008

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Phase I1I Study Comparing Cisplatin Plus Gemcitabine
With Cisplatin Plus Pemetrexed in Chemotherapy-Naive
Patients With Advanced-Stage Non-Small-Cell Lung Cancer

Giargio Vittorio Scaglioni, Purvish Parikh, Joachim von Pavwel, Bonee Biesma, Johan Vansteenkiste,

Christian Manegeld, Piotr Serwatowski, Ulrich Gatzemeier, Raghunadharao Digumarti, Mawro Zukin,
. Jin 5. Lee, Anders Mellemgaard, Keunchil Park, Shehkar Paril, Jamsz Rolski, Tuncay CGoksel,
Frem tha Lnharstiy ef Tislan, Crtu Filippo de Marinis, Lorinda Sirvms, Katherine P. Sugarmarn, and David Gandara

* Phase Ill study, 1700 patients

* Non inferiority trial
* OS endpoint — noninferior between the
two treatment arms

CS2Aldi2(HeBlIth Care:
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(2

First line systemic therapy

All patients (N = 1,722] 4
A < B8 years in=1,116) o ——
Age 2 65 years [n = B06) 4
Female (n = 514] -

Male [n = 1,208) 1

White in = 1,346] 1
EastSoutheast Asian (n=220) 1
Other origin (n = 156)
Eversmoker [n = 1,285) 4
Never-smoker (n=280) 4
ECOGPS0in=&12) 4
ECOG PS1in=1,110] 1

:

Histolagic diagnosis [n= 1,145 1
Cytolopic diagnasis |n = §77) 1
Stage IIE (n = 414)

Stage [V {n = 1,308) 4
Adenocarcinoma [n = B45] 4
Large-cell carcinama {n = 163) 4

Squarmous cell carcinoma [n = 473) 1

| Mdmm L

Other histologic diagnosis (n = 250) 1

I I I ] I I I I ]
04 06 08 10 12 14 18 18 20
Hazard Ratio (35% CI)
{ e

—
Favaors CP Favors CG

1
22

Hazard
Ratio

- 054
= 0.97
- LB
0B
- 0.58
- 0.93
- 0.E8
1.4
- 0.83
r1.00
- 0.1
- 0.95
002
-0.89
0.8
= 0,95
- 0.8
r0.67
1.3
- 1.08

FoREEER

L LT

Pre-specified analysis of
survival with respect to
histology

Statistically significant OS
(12.6 vs 10.9mo0) but only in
nonsquamous histology

Significantly less grade 3/4
cytopenias and febrile
neutropenia in cis/pem

Pemetrexed recommended
In adjuvant and advanced
NSCLC nonsquamous
histology

(Scagliotti, GV et al J Clin Oncol 2008)



First line systemic therapy

« Duration of chemotherapy —

o 4-6 cycles of initial platinum combination

o Increase in progression free survival with longer courses of
chemotherapy does not translate into significant survival
advantage

« Platinum combinations have plateaued in overall
RR (25-35%); MS (8-10mos) and 1 yr survival
30-40%

« Maintenance therapy after 4-6 cycles if

responding disease in good PS patients may
Improve PFS and OS

&2 Aurora Health Care-



Maintenance therapy

- Continuation maintenance- agent in initial
chemotherapy regimen used until progression

« Switch maintenance — initiation of an agent not
iIncluded in first line

&2 Aurora Health Care-



Maintenance therapy- Bevacizumab

* Anti-VEGF monoclonal antibody

- Higher VEGF levels may be associated with poorer
prognosis suggesting that targeting this pathway may be
useful

 Toxicity includes risk of thromboembolic events,
bleeding, hypertension

 Studied in combination with first line platinum
chemotherapy doublet and as maintenance

&2 Aurora Health Care-



Bevacizumab

al (%)

Cwverall Surviv

al [34)

Progres sicn-free Surviv

Month

Figure Z. Kaplan—Meier Estimates of Overall Survival [Panel &) and Progression-

free Survival [Panel B).

BPC denotes paclitaxel and carboplatin plus bevacizumab, and PC paclitaxe

and carboplatin alone.

ECOG 4599 —

PC vs BPC>>Bev
monotherapy

OS (12.3 vs 10.3 mo)

PFS (6.2 vs 4.5 mo)

RR 35% vs 15%

Rates of clinically significant
bleeding 4.4% vs 0.7% (P<
0.001)

Bev approved in non-
sguamous, no hemoptysis,
caution in elderly patients



Maintenance

* Non sguamous histology

* continuation maintenance with bevacizumab or
pemetrexed (PARAMOUNT trial), choice depends on
agents used in original combination and comorbidities

* Bev/pem combination may improve PFS, no OS
« Squamous histology

* Cytotoxic therapy gemcitabine and docetaxel

- All maintenance therapy a category 2A
recommendation

* Observation acceptable as well

&2 Aurora Health Care-



Recent Advances —
Immunotherapy!
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Durvalumab after Chemoradiotherapy In Stage III
Non-Small-Cell Lung Cancer

5. Antonia, A, Villegas, D. Daniel, D. Vicente, S. Murakami, R. Hui, T. Yokoi, A. Chiappori, K.H. Lee, M. de Wit
B.C. Cho, M. Bourhaba, X. Quantin, T. Tokito, T. Mekhail, D. Planchard, Y..C. Kim, C.5. Karapetis, S. Hiret

G. Ostoros, K. Kubota, | E. Gray, L. Paz-Ares, |.de Castro Carpefio, C. Wadsworth, G. Melillo, H. Jiang,
Y. Huang, P.A. Dennis, and M. Ozgiiroglu, for the PACIFIC Investigators*

f"*“\ The NEW ENGLAND

) JOURNAL of MEDICINE

Movermber 16, 2017
N Engl | Med 2017; 377:1919-1929

CS2A M 2(HGIth Care- 37



PACIFIC Trial

* Durvalumab is an anti-PDL 1 antibody

« 713 patients randomized in a 2:1 fashion to
durvalumab vs placebo if stable/responding
disease after concurrent chemo/radiation

* One year of durvalumab or until progression,
toxicity
- Two arms were evenly matched for age, gender,

smoking history and histology (squamous vs non
sguamous)

* Primary endpoints progression-free survival and
overall survival

« Unselected population for PD-L1 expression

&2 Aurora Health Care-



Probability of Progression-free Survival

No. at Risk

Durvalumab
Placebo

No. of Events/

Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% Cl) (95% Cl) (95% Cl)
1.0+ mo % %
Durvalumab ~ 214/476  16.8 (13.0-18.1) 55.9 (51.0-60.4) 44.2 (37.7-50.5)
0.9 Placebo  157/237 5.6 (4.6-7.8) 353 (20.0-41.7) 27.0 (19.9-34.5)
0.8
0.7
0.6
|
037 ! Durvalumab
! H I I
0.4- ! :
; |
0.3 : |
0.2 i i Placebo
Stratified hazard ratio for disease progression :
0.1-|  ordeath, 0.52 (95% CI, 0.42-0.65) | |
Two-sided P<0.001 ! I
0.0 | | | I | : | | |
0 3 6 9 12 15 18 21 24 27
Months since Randomization
476 377 301 264 159 86 44 21 4 1
237 - 3 0
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PACIFIC Trial

« Biomarker independent population — all levels of
PD-L1 expression included in study

* All levels of PD-L1 expression benefitted vs
placebo though RR and PFS increased with
Increasing PD-L1 levels

- FDA granted Breakthrough Therapy designation
iIn July 2017

» Durvalumab added to most recent NCCN
guidelines as category 1 recommendation for
Stage Il NSCLC maintenance independent of
PDL1 expression
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15t Line Metastatic Disease - KEYNOTE-021

Carboplatin and pemetrexed with or without pembrolizumab for
advanced, non-squamous non-small-cell lung cancer: a randomised,
phase 2 cohort of the open-label KEYNOTE-021 study

Langer et al, Lancet Oncology 2016

* Pembrolizumab — PD-1 antibody
« Approved 1stline in tumors > 50% PD-L1 expression

- 123 patients with advanced nonsquamous NSCLC,
unselected for PD-L1 expression

* ORR (primary endpoint) 55% vs 29% favoring pembro arm
« mMPFS 13mos vs 6mos favoring pembro arm

* ORR similar in patients with or without PD-L1 expression

* FDA approved 5/2016

- Limitations: relatively small study — larger Phase llI trial
underway
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Summary

« Adjuvant chemotherapy improves survival (magnitude of
benefit?)

« Platinums still rule in all stages of disease!
 Cisplatin preferable in curative intent, adjuvant therapy

 First line combination in metastatic disease in patients
without a driver mutations

« Histology matters in choice of 2" agent

- Stage Il NSCLC is a heterogenous disease best treated
within the context of a multidisciplinary team — chemotherapy
a part of bi- or tri-modality therapy

- Addition of immunotherapy to platinum therapy in selected
Stage lll and Stage |V disease improves outcomes,
regardless of PD-L1 status
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