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NSCLC immunotherapy
> female patient, born 1952, ex-smoker 25 pack-years

e Since 2008 relapsing-remitting multiple sclerosis

— Clinical trial therapy not tolerated, follow-up only, indolent course

e 06-2019

— Persistent cough, chest XR ordered by GP abnormal
— Adenocarcinoma R upper lobe, stage cT3N2M1c (both adrenals)
— Molecular: EGFGR/ALK/ROS1 negative. PD-L1 90%. NGS: atypical BRAF ex11 mutation

e 07-2019
— Start Pembrolizumab 200 mg q3w
— 09/2019: PR after 3 cycles [RECIST 123 -> 67 mm]
— 11/2019: CT after 6 cycles

Respiratory Oncology Unit tf:'\\
Univ. Hospital Leuven { .
Leuven Lung Cancer Group ]
a= http://www.LLCG.be kN7



NSCLC immunotherapy
> female patient, born 1952, ex-smoker 25 pack-years

Baseline

6 cycles

L adrenal 23 mm
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NSCLC immunotherapy
> female patient, born 1952, ex-smoker 25 pack-years

RECIST progressive disease.
Oligopression: major increase of mediastinal nodes, but other lesions

(e.g. primary tumor and bilateral adrenals) remain well controlled. | will:

1. Continue immunotherapy, this may be pseudoprogression
2. Switch to platinum doublet chemotherapy

3. Order locoregional RT to avoid superior v. cava syndrome, and
then continue immunotherapy

4. Order locoregional RT to avoid superior v. cava syndrome, and
then switch to platinum doublet chemotherapy

5. | would not know since | don't treat NSCLC
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Concept coming from targeted therapies
> e.g. EGFR (TKI response rate 60 to 80%)

E> [ PS3-4 J
: Best rti
i 5 Symptomate | Best supportive care
I:> " Ps 0-1 \
Progresslon * Platinum doublet * bevacizumab
g. e » Atezolizumab + carboplatin + paclitaxel + bevacizumab (if
on osimertinib ST .
no contraindication to immunotherapy)
N PS 2
" / d Asymptomatic or * Platinum doublet
oligoprogression » Single agent chemotherapy (pemetrexed, gemcitabine,
docetaxel)

* Continue osimertinib
* Local ablative
treatment if limited

lesions (RT or surgery)
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Concept coming from targeted therapies
> e.g. EGFR (TKI response rate 60 to 80%)

K Largely based on retrospective case series !

.

Ongoing non-controlled ph2 studies

UK/EORTC HALT phase 2R/3 trial (Targeted therapy
with or without dose intensified radiotHerapy for oligo-
progressive disease in oncogene-Addicted Lung Tumors)

\

I

Basler et al, Lung Cancer 106:50-57, 2017

Copyright permissions granted by Eisevier

Natural course of disease progression

TKI treatment
beyond progression

TKI treatment TKI next generation
Chemotherapy

Immmunotherapy

Sensitive disease Oligoprogression Systemic disease

Local irradiation to eradicate oligoresistant disease

Sensitive disease Oligoprogression Restored
TKI sensitivity

' TKI resistant tumor Q TKI sensitive tumor



NSCLC immunotherapy
> |0 and radiotherapy: retrospective analysis of phl pembrolizumab (KN-001)

Previous radiotherapy and the clinical activity and toxicity of
pembrolizumab in the treatment of non-small-cell lung
cancer: a secondary analysis of the KEYNOTE-001 phase 1 trial
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