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Brain: Frequent site of fallure in SCLC and NSCLC

Steeg Mature Rotews | Cancer 2011

SCLC
10-20% at diagnosis

40-50% at 2 years in pts with LD SCLC in CR
50% in autopsy series

Higher risk in larger thoracic tumours

ERFM)

NSCLC
Risk of BM: 10 to 30%
Higher rate in
» adenocarcinoma
« Higher stage
* Nodal involvement
* Younger age
* More recently: EGFR+ ALK+
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* Importancia de detectar las metastasis cerebrales
asintomaticas en pacientes potencialmente curables.

* Estudio previo en operables: incidencia del 3.4% en RM vs 0.6%
con TAC

StIA StiB St St A st
Asymptomatic Brain mets (Rice) 2.4% 5,6% 0% 6.1% 20%

t Asymptomatic Brain mets (Ando) 13%
WISIDJJ
Rice et al, 2018; Yokoi et al, 1999: Ando et al 2018
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Screening for brain mets in pts with stage Ill NSCLC, MRI or CT?
A prospective study ~ Schoenmaekers et al, Maastricht

Introduction

* +/- 20% of otherwise stage IIl NSCLC pts have baseline brain metastases (BM)
Aim

* Evaluate additive value of MRI after dCE-CT

ongress
-M Le Pechoux Discussant: Schoenmaekers et al Screening for BM in pts with st [l NSCLC
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Screening for brain mets in pts with stage Il NSCLC, MRI or CT?

A prospective study  Schoenmaekers et al, Maastricht

Introduction

* +/-20% of otherwise stage Ill NSCLC pts have baseline brain metastases (BM)
Aim

* Evaluate additive value of MRI after dCE-CT

Main Results

ongress
L& Pechoux Discussant Schoenmaekers et al Screening for BM in pts with st Ill NSCLC
(— O
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Pauent Group 1 (118 pt) Group 2 31 p1) Total (149 pt)
N ™) N (%) N ™)

characterislic

o'x QY 2(7) S
1a 4(3) 103 5(3)
1 87N 103) 9 (6)
2a 24 (20) 103) 25 (17) A B U 37 BT
2 12 (10) 103) 13 (9) N, mayor
b) 19 (16) (19 51150 incidencia.
L 48 (41) 21 (68) 69 (46)
Chelage Importancia de
o/x 12 (10) 9 (29) 21 (15) )
> 5 (4) 3 (10) 8 (5) realizar RM cerebral
3 72(61) 15 (48) 57 (58) WERE]
[\ 249 (25) 403 DN
Y
Adenocarcnoma 56 (48) 11(36) 67 (45)
Squamous cell 46 (39) 11 (36) 57 (38)
caranoma
Large cell carcnoma 1 (1) 3(10) 40)
NOS 13(11) 6 (19) 29 (13)

licwec 202 0.0) 2]
CP
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* Desde los afios 70 se incorpora el concepto de |la PCI (radiacion
intracraneal profilactica) en cancer microcitico de pulmon,
realizandose ensayos en las decadas de los 80-90.

* Meta-analisis de 1999 muestra (Auperin et al, NEJM):
- Menor incidencia de M1 cerebrales

- Incremento de supervivencia en enfermedad localizada y
diseminada en respuesta.
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Brain metastases incidence and timing of PCI

h Nb oventaNb pts nduded
[Catogory PGl No PCI Hazard ralle
{= 3 months 1683 41715 0317
4 -6 months 40126 16A50 LR
> 6 months 37102 4241 04y

00 oS 1o 18 2

Interacbon tast

Trend test PClbetnr No PCI bhettar

Importancia de
iniciar cuanto antes
la PCI

Auperin et al.
NEJM 1999;
341:476
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Phase |l trial SAKK 15/12 : Impact of early PCI with hippocampal avoidance
on neurocognitive function in patients with LD SCLC

- = =. =. | HA-PClconcomitant to the 2nd cycle of CHT (cisplatin
o & e & B | orcarboplatin and etoposide) and tRT.
-+ l : I | | Objective NCF testing: performed before HA-PCI (BL),
¢ - = == 6 wks, 6 and 12 months after HA-PCI
83—
: —
0 Primary endpoint. NCF decline at 6 mo after HA-PCI
o defined as a decrease in any of the tests :
Z »Trail making tests A&B (Visual search, scanning,
= == speed of processing and executive function)
- I » COWAT (Language / verbal fluency).
»Hopkins Verbal Learning Test Revised (HVLTR):

immediate, delayed, recognition memory
Hypothesis: Rate of £30% of patients with no NCF
decline as unpromising , rate of 250% as promising.

Secondary endpoints: BM-free survival, 0S, QoL

ongress
- Le Pechoux Discussant: Vees et al Early PCI with hippocampal avoidance in LD SCLC

Iniciativa cientifica de:

Grupo Espafiol de Céncer de Pulmén

Spanish Lung Cancer Group



Metastasis cerebrales H’fgh’“ﬂrss

ESMO HIGHLIGHTS

w= SAKK

# SAKK |

IMPACT OF EARLY HA-PCI ON NCF IN PATIENTS WITH LD SCLC

Fig. 2: Mqst common
acute adv¥rse events
g L ———

P — —— e
—

-

Fig 1: Number of patients
“| with deterioration in NCF

[ - according to cognitive test

Results

s 38 of 44 enrolled patients evaluable for NCF assessment at 6 months (2 no CHT, 3 no BL TMT B
assessment, 1 early death).

s Median follow-up: 13 months
s 1-year OS rate: 87% (95% ClI: 72-94%)

= The number of patients with deterioration (of at least 1 test) in NCF at 6 months after HA-
PCI = 25/38 pts 66% decline in our trial .

s Untl 6 months no BM occurred.
a  Most common acute adverse events grade 23: anemia, febrile neutropenia and fatigue

-MOLe Pechoux Discussant: Vees et al Early PCI with hippocampal avoidance in LD SCLC
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PCI Neurotoxicity increased with cc CT

(Van Oosterhout et al, 1996- 59 pts with FU >2years)

Cl, _ PCI(30Gy) CI-PCI

Nb pts 21 19 1
'Mem, C*, Dyscalc Tr 4 9 7
' Tr moteurs 2 3 3
Visual Pr 1
 Total 24% 42% 73% <€

|
!

Overall No neurological sequelae in 60% of pts,

'. Asymptomatic abnormalities : 25%

| Mild impairment 15%

'Radiological abnormalities related to ttt (Gp 3), nb cycles CT, dose >3Gy
l No diff between gps for neurocognitive sequelae (Sign+++/control)

ERIEMD ™
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* Las metastasis cerebrales son mas frecuentes en pacientes con
mutaciones activadoras (19-42% en basal), 33-41% post TKI de
12 generacion, 56-60% post-crizotinib en ALK.

* Afortunadamente se van incorporando farmacos contra estas
mutaciones activadoras con mayor penetrancia a sistema
nervioso central.

* Se ha realizado una educacional sobre el manejo
multidisciplinar en este tipo de pacientes
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Treatment modalities

", S e Wwons
reass "\"",}"' (l' L R
~nre g

LMD

J
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NSCLC: different SoC for each oncogenic driver

Novel therapeutic strategles per group ;

( T e —> [ 1790M. 3rd G TKI: esimertinib |
~
Erlotinib, gefitinib, afatinib, ] —» [ MET amplified. cMET “‘h‘bw J
r dacomitinib, osimertinib I —
Increasing — [ Others: chemotherapy j
number of . - — -
targetable = Crizotinib, alectinib, ceritinib, | > [ Ceritinib, alectinib, brigatinib j
Alterations R L brigatinib y T : — :J
(60%) —> L Others; chemotherapy
m | Crizotinib, ceritinib, brigatinib
[ B;Grafenib + mekinist _] PR O
i ¢ ' Trastuzumab, afatinib :g::(l/zﬁ
usions
Crizotinib Etc. N
Others \‘ PD1/PDL1 antibodies )

/
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