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Chemotherapy has changed...

Meta-Analysis of 52 randomised trials

9387 patients

778 patients in randomised
trials with platinum based
chemotherapy

10% Increase in 1 year
survival

Increase in median survival
by 1,5 months
(6 vs. 8 months)

Significant reduction of
tumor associated
symptoms
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BMJ 1995; 311:899-909



Proposed Treatment Algorithm —
Advanced Stage NSCLC
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which indeed induces a couple of
iImplications....



Implications

« Correct pathological diagnosis
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Implications

« Correct pathological diagnosis
« Assessment of EGFR mutation status



Clinical efficacy of EGFR-TKIs
as first-line therapy
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Clinical Consequence?
(The question of four A)

Avallability (where can the test be done?)
Affordability (who has to pay how much?)
Acurateness (which test Is used?)

Acceleration (how many days to get the
result?)

Interaction with pathologist / molecular
pathologist will be crucial!



Implications

« Correct pathological diagnosis
* Assessment of EGFR mutation status
* New algorithms for tumor sampling?



EGFR resistance mediating
mechanisms
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Sequist et al, Sci Transl| Med 2011



EGFR resistance mediating
mechanisms
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Treatment of EGFR Resistance
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Clinical consequence

* Implementation of sequential biopsies In
diagnostic algorithm of molecular
characterized patients

« Balanced use of tumor material for
morphological (transition to SCLC?) and
molecular diagnosis (appearance of new
driving mutation?)



Implications

Correct pathological diagnosis
Assessment of EGFR mutation status
New algorithms for tumor sampling?
New algorithms for molecular diagnosis?



Oncogenic mutations

Squamous Cell NSCLC

Adenocarcinoma

Lung Cancer Mutation Consortium
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Paik et al., ASCO 2012; abstr 7505; Kris MG et al., ASCO 2011, abstr 7506



Clinical Consequences

A lot of oncogenic mutations appear at a frequency of
=/< 5%.
Comprehensive testing is not feasible for all non

academical sides — establishment of cooperationg
network structures and databases will be necessary.

Should we enrich populations for testing? — we got
another lesson from the EGFR story

Besides sophisticated molecular screening — still
Intelligent clinical validation will be gold standard.



Implications

Correct pathological diagnosis
Assessment of EGFR mutation status
New algorithms for tumor sampling?
New algorithms for molecular diagnosis?
New algorithms for treatment schedules?



The Switch Maintenance Registration Trials

Study

Pem 05

Placebo <0.0001

SATURN

< 0.0001

Placebo

Switch maintenance:
TKI and pemetrexed show improved PFS and OS

Ciuleano T et al, Lancet 2009; 374:1432-1440.
Cappuzzo F et al, Lancet Oncol 2010; 11:521-9.
Cappuzzo F et al, WCLC 2009.



Continuation Maintenace Trials

Study PFS HR OS HR

Paramount
Pem

Placebo

Avaperl

Pemetrexed +
Bevacizumab

Not reported

Bevacizumab

Continuation maintenance:
Pemetrexed and Pemetrexed/Bevacizumab show improved PFS and OS

Paz-Ares et al., Lancet Oncology 2012; Paz-Ares et al. J Clin Oncol 30, 2012 (suppl; abstr LBA7507; Barlesi F et al, EMCC 2011



Clinical consequences and challenges

Length of the induction therapy — how long can we give
cisplatin?
New treatment paradigm: no fixed number of treatment cycles

New treatment to explain: Treatment as long as benefit is
seen

Different emphasis on adverse reactions: not every adverse
reaction is included in the CTC — even CTC grade 2 fatigue
can considerably influence quality of life.

Principles of tumour measurement: How often? What should
be done when progression is slow?




Implications

Correct pathological diagnosis

Assessment of EGFR mutation status

New algorithms for tumor sampling?

New algorithms for molecular diagnosis?

New algorithms for treatment schedules?

New algorithms for management of side effects?



New agents — now toxicities

Agent
EGFR-TKI
Sorafenib
Sunitinib
Anti-VEGF Agents

Crizotinib

Ganetespib

Ipilimumab

Toxicity
Rash, Diarrhea, Paronychia
Hand-Foot Syndrome, Rash, Fatigue
Myalgia, Pain, Mucositis

Bleeding, Hypertension, Proteinuria,
thrombembolic events

Liver toxicity, Eye toxicity
Diarrhea
Colitis, Skin toxicity, liver toxicity



Clinical consequences

* Adequate information

* Adequate Management and Dose
modification guidelines

* Adequate Grading system



Implications

Correct pathological diagnosis

Assessment of EGFR mutation status

New algorithms for tumor sampling?

New algorithms for molecular diagnosis?

New algorithms for treatment schedules?

New algorithms for management of side effects?
The forgotten patients?



Overall survival
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Lilenbaum et al. J Clin Oncol 30: 2012 (suppl; abstr 7506)



Clinical Consequences

» Clear definition of PS2 / Frall patients

* Further studies in this population are

needed to get a true picture of lung
cancer!



Studies In first-line NSCLC treatment
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