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Case scenario...

60/female
h/o cough and breathlessness 2 months

PET CT done revealed right lung mass with bilateral
pulmonary nodules, multiple liver and bony mets

ECOGPS 1

Lab parameters normal

Biopsy from lung mass... adenocarcinoma
What next??



Conundrums in Biomarker testing...

« Which all biomarkers do you send for and in what

seguence??

 What are some peculiar challenges that you have faced

INn the covid era??



Do you (wish to) order NGS testing upfront
routinely in your clinics??
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What about liquid biopsy???

Do you routinely use liquid biopsy for detection of
EGFR mutations??

How comfortable are you in treating a patient with
EGFR mutation detected on Liquid biopsy??
Does the type of test matter?

— NGS

— ddPCR

— COBAS

What about the status of liquid biopsy for detection of
other oncogenes??



Updated Molecular Testing Guideline for the Selection of
Lung Cancer Patients for Treatment With Targeted
Tyrosine Kinase Inhibitors

Guideline From the College of American Pathologists, the International Association
for the Study of Lung Cancer, and the Association for Molecular Pathology

s —

6 Rffr:rmmfﬂdnm:rﬂ —In some clinical settings in which
tissue is limited and/or insufficient for lTlD]ELLl]aI’ testing,
physicians may use a cfDNA assay to identify EGFR
mutations.




Case scenario 1

EGFR del 19 present

ALK negative by IHC

ROS negative by IHC
PDL1 90%(22C3)

Your choice of treatment??

Is there a interaction between EGFR and PDL17??



Do you think that treatment of EGFR
mutant NSCLC with first generation
TKIs Is sub optimal??
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First-line EGFR TKls demonstrate improved PFS vs
chemotherapy in EGFR Mut+ NSCLC
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Cross-trial comparison. Data should be Costa, et al. Clin Cancer Res 2014; Wu, et al. WCLC 2013; Chen, et al. Ann Oncol 2013
. dwi F;] . Gefitinib SmPC 2010; Han, et al. J Clin Oncol 2012; Mitsudomi, et al. Lancet Oncol 2010
Interpreted wit .cautlon Maemondo, et al. N EnglJ Med 2010; Sequist, et al. J Clin Oncol 2013; Wu, et al. Lancet Oncol 2014
*All EGFR mutations



What Is your first choice treatment in the

treatment of EGFR mutant NSCLC’>'>
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Treatment options in NSCLC...

 What are the factors that you consider while deciding
first line treatment options for EGFR Mutant NSCLC?

— Cost

— PFS

- 0OS

— Tolerability

— Quality of life



Overall survival data...
FINAL ANALYSIS: OVERALL SURVIVAL

Median O3, months (95% Cl)

386 (345,418)

— Comparator EGFR-TKI 318(266,360)
HR (95.05% CI) 0.799 (0.641, 0.997); p=0.0462

321 deaths in 556 patients at data cut-off: 58% maturity

Probability of overall survival

| | | | | | | |
18 21 24 21 30 33 36 38 42 45 48

Time from randomisation (months)
No. at risk

Osimertinib 219 2716 270 254 45 236 27 204 193 180 166 153 138 123 & 50 A7
Comparator EGFR-TKI 27 263 252 239 M9 205 182 165 148 138 131 120 10 101 72 40 A7




Overall Survival - Intention-to-Treat Population
Overall Survival (Feb. 17, 2017)
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Overall Survival (May 13, 2019)
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What about combination of chemotherapy
and TKIs??

Old wine in a New,

bottle...

\Or tasty new

kJ
vintage?
Alook ot
Opportunity Zones
—



Addition of Chemotherapy to TKI
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OS benefit of first line EGFR-TKI mono/combo treatment

Gefitinib ~ Erlotinib ~ Afatinib ~ Dacomitinb ~ Osimertinib ~ Gefitinib  Erlotinib

+CBDCA  +BEV

+PEM
FLAURA " Il, 556 31.8 38.6 0.80
LUX-LUNG 72 1B, 319 24.5 217.9
ARCHER1050 % 1, 452 26.8 34.1 0.76
NEJ005 4 I, 80 41.9*
J025567 °) Il, 154 474 47.0
N[=NR Il, 342 38.8 50.9 0.72
Noronha V. etal.” I, 350 17 n.t. 0.45

OS (months)

1) Ramalingam SS et al. N Engl J Med 2020; 2) Paz-Ares L et al. Ann Oncol. 2017; 3) Mok TS et al. J Clin Oncol 2018; 4) Oizumi S et al. ESMO
Open 2018, * concurrent regimen; 5) Yamamoto N, et al. ASCO Annual Meeting 2018; Oral session #9007; 6) Hosomi Y et al. J Clin Oncol. 2020
7) Notonha V et al. J Clin Oncol. 2020

s 2020ASCO

FRESENTED 8Y:



Do you routinely do MRI Brain in all
your patients of NSCLC?7??
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CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT®®
ASSESSMENT
Stereotactic radiosurgery
(SRS) alone
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_ , See Treatment of
Brain®® —» | Surgical resection, |m
- if symptomatic or NSl _18)

According to NCCN v5 2020
All patients should undergo Brain MRI if not previously done

\ See Systemic Therapy for

P8 2-4 Metastatic Disease (NSCL-18)

metastatic lesion,

| confirmation of
if possible

| PETICT performed skull base to knees or whole body. Positive PET/CT scan findings for distant disease need pathologic or other radiologic confirmation. If PETICT

scan is positive in the mediastinum, lymph node status needs pathologic confirmation.
% |f MRI is not possible, CT of head with contrast.
% Including selected patients with stage M1c and limited number and volume of metastatic lesions amenable to definitive local therapy. Limited number is undefined but

clinical trials have included up to 3 to 5 metastases.
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This patient is 65 years female: Adeno Ca lung, LLL, cT3N3M1-left pleura
metastases. PDL-1 expression: 55% and EGFR Exon19del mutation

O: What would be your treatment approach in this patient if
Brain MRI shows.....

1. Isolated CNS metastatic lesion (asymptomatic) - Surgery or Stereotactic
radiosurgery (SRS)

. _ . Only EGFR TKI
2. Multiple small metastases (asymptomatic) «  Role of WBRT?
* Any Role of Steroids?
: Any other
3. Symptomatic CNS mets 4
Rationale............ ?

4. Large CNS metastatic lesion near a sensitive site

text is used for educational purpose only. AstraZeneca is not responsible for data and copyrights.



“If it were not for the great variability
among individuals, medicine might as
well be a science and not an art.”

Sir Willhlam Osler




Case 3...

55 year old male, never smoker
Diagnosed as NSCLC
Underwent surgery

PT2N1MO

What would be your choice of treatment??

Do you ask for EGFR/ALK/RQOS in this setting??



Will you change your practice??

Primary endpoint: DFS in patients with stage li—lI
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Another positive trial in 2017...

ADJUVANT study design (NCT01405079 No chemotherapy
in subgroup
also, duration of

Geftinib

Gefitinib 250 mg/day for 24 months or

Completely resected pathological stage II-llIA

until disease progression or
(N1-N2) NSCLC

unacceptable toxicity

4

EGFR activating mutation
(exon 19 deletions or exon 21 L858R)

ECOG PS 0-1
Age 218 years & <75 years
n=220

Vinorelbine (25 mg/m2Days 1 & 8)
plus cisplatin (75 mg/m2Day 1) every
3 weeks, for up to 4 cycles

Stratification factors: . )
. EGFR mutation Primary endpoint:

- N stage + DFS

Secondary endpoints:

Efficacy assessmer\t: « 3-year DFS rate, 5-year DFS rate, OS, 5-year OS rate,
- Every 12 weeks in 3 years safety, HRQoL (FACT-L, LCSS, TOI),
- Every 6 months after 3 year exploratory biomarker analyses

ECOG PS: Eastern Cooperative Oncology Group Performance Status; DFS: disease-free survival;
FACT-L: Functional Assessment of Cancer Therapy - Lung; HRQoL: health-related quality of life;

LCSS: Lung Cancer Symptom Scale; OS: overall survival; R: randomization; TOI: Trial Outcome Index Zhong WZ et al. Lancet Oncol 2018;19:139-148

i Abstract 9005 by Yi-Long Wu, Guangdong Lung Cancer Institute,
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Overall survival (ITT population)

100 o
Group Events/N Median (m ,95% CI)
Gefitinib Group 52/111 75.5 (46.6 - NC)
- 80 - VP Group 48/111 62.8 (45.8-NC)
% Hazard ratio (95% CI) = 0.92 (0.62-1.36) p=0.674
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Number at Risk (number censored) Time (months)

Gefitinib 111(0) 103(5) 88(2) 67(5) 55(1) 49(2) 43(4) 1525 0(15)
VP 111(0) 87(16) 73(1) 58(6) 47(2) 41(1) 34(5  14(18) 0(14)
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The woods are loVely; dar

deep, but | have promises to keep,
and miles to go before | sleep,
and miles to go before | sleep.

Robert Frost
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