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Jaottelu

* Pienisoluinen keuhkosyopa (SCLC)
— Lisaa sadehoitoa?

* Ei-pienisoluinen keuhkosyopa (NSCLC)
— Lisaa laaketta ja sadehoitoa stage lll:ssa?
— EGFR mut+ taudin hoito?
— ALK+ taudin hoito?
— Immunologiset hoidot?



SCLC



SCLC
Profylaktinen aivosadehoito (PCl)
levinneessa taudissa?

Concomitant
T1-4 N2,3 MO chemo-

radiotherapy

T1-4 N1-3 M1a,b Concomitant

solitary and not chemo-

- : *
confirmed* radiotherapy @ Prophylactic
' cranial irradiation
Surgery plus g if response***

T1,2 NO,1 MO adjuvant
chemotherapy**

oy T1-4 N1-3 M1a,b
Palliative . . Chemotherapy
mutiple or confirmed

*if no confirmation of solitary metastasis is obtained, radiotherapy may be added after first response evaluation and is omitted in case of
obvious metastatic involvement

** concomitant chemoradiotherapy as an alternative option

*** or stable disease in case of localised disease

Small-cell lung
cancer

ESMO 2013



Brain Metastases (%)

SCLC

Profylaktinen aivosadehoito (PCl)
levinneessa taudissa?
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El edeltavaa aivojen kuvantamista



SCLC
Profylaktinen aivosadehoito (PCl)

levinneessa taudissa ?

PCI: 25 Gy

1** line chemo + Any response 10 fractions

Platinum-based * No BM by MRI
doublet assessment

3-8 weeks %
Follow-up by MR imaging Seto AS
00 | e
Post-Study Radiotherapy for Appeared BM % | No.of OSEvents |
o | Hazard ratio (95%CT) | 138 (095-2.02)
Arm A: PCL Arm B: no PCI = Median OS (95%CT).mo | 101 (85-132) | 151(102-187)
N=84 N=79
60
appeared new BM 32 pts 51 pts oy
0 -
Whole Brain Irradiation (WBI) 1pt 31 pts 1
Radiation dose, median 25 6y 306y —t
© T Stratified log-rank test: P=0.091 (2-sided)
% 0o ; ; ; ;2 l; l; 21 24 27 30 33 3; 39

—> PCl:in tulee suhtautua varaukselle levinneessa taudissa
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SCLC

Keuhkotuumorin sadetys levinneessa
taudissa ?

Thoracic Radiation Therapy
(30 Gy over 10 fractions)

498 pts with ES-SCLC [ Ce e nad R i/?
A tar A6 residual | A
ny response a ter 4- thoracic N
cycles chemo disease D

Observation

* All patients also received PClI

Overall Survival

24 months (95% ClI)
ThoracicRT: 13% (8.8 - 18.7)
No Thoracic RT: 3% (1.5 - 7.6)

Survival difference @
18 Months: p=0.03
24 Months: p=0.004

14 Thoracic RT
5 No Thoracic R

247 147
248 160 61

26
No quracm RT

I T T T 1
0 6 12 18 24

Slotman ASCO 2014

- Jadnnostuumorin sadehoitoa
voidaan harkita



NSCLC



Lisaa sadetta |aaketta ja sadetta stage
Il kemosadehoidoissa?

Kemosadehoito

Inopreaabeli stage

Il NSCLC
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Lisaa sadetta ja |laaketta stage Il|
kemosadehoidoissa?

RTOG 0617

RT: 60 Gy
Paclitaxel
Carboplatin +/-

Cetuximab Paclitaxel
Carboplatin x 2
RT:. 74 Gy /

Paclitaxel
Carboplatin +/-
Cetuximab
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Gerber ASCO 2013
Masters WCLC 2013

Setuksimabista ei hyotya

- 60Gy+platinaduplettti
standardi kemosadehoidossa

Overall Survival
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2 25 Dead Total Survival Time
Sta 90 213 28.7 months
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HugR daorse ?94 (35) 117 206 19.5 months
ol _HR=1.56 (1.19, 2.06) p=0.0007
0 3 6 9 12 15 18
Patients at Risk Months since Randomization
Standard A 207 180 177 161 141 108
High dose 206 197 178 159 135 112 87

18-Month
Survival
Rate



NSCLC, EGFR mut+ tauti



TKIl adjuvanttihoito EGFR mut+
potilailla?

Liitannaishoito
platinadupletilla
x4

Operoitu stage
Ib-111 NSCLC

EGFR mut+

Liitannaishoito
EGFR TKI:lla




RADIANT

Stage
IB-IIIA
NSCLC

Complete
surgical
resection

Disease-free Survival Probability

TKIl adjuvanttihoito EGFR mut+
potilailla?

Placebo (32 events)
Median: 28.5 m

Erlotinib (39 events)
Median: 46.4 m

Log-rank test: p=0.0391 (not statistically significant due to hierarchical testing) 0.2-

HR: 0.61 (95% CI: 0.384, 0.981) 0.14

(N=973)

No adjuvant Randomization

chemotherapy stratified by:
histology, stage,
prior adjuvant
chemo, EGFR
Upto 4 cycles of FISH status,

latinum-based j
i doublet smoking status,

1.0-
— Erlotinib = Placebo 0.9-
0.8
0.7
0.6

0.54

0.4
0.3

Overall Survival Probability

6

12

0.0

(n=623)
Erlotinib
150mg/day

2:1 2-yrtreatment period

\ (n=350)

Placebo

Kelly ASCO 2014

— Erlotinib = Placebo

Placebo (13 events)
Median: not reached

Erlotinib (22 events)
Median: not reached

Log-rank test: p=0.8153

HR: 1.09 (95% CI: 0.545, 2.161)

18 24 30 36 42 48 54 60 66 0
Disease-free Survival (Months)

6 12 18 24 30 36 42 48 54 60
Overall Survival (Months)

— EGFR TKI adjuvanttihoidosta ei hyotya



TKIl adjuvanttihoito EGFR mut+
potilailla?

Onko 2v hoito riittavan pitka?
— vrt, GIST ja imatinibi 1 vs. 3v

. Overall survival: intention-to-treat poputation
Recurence-free survival: intention-to-treat population
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HR, 0.45 (95% CI, 0.22-0.89)
Log-rank P=.02

5§ i & & Joensuu JAMA 2012

Time Since Randomization, y

HR, 0.46 (85% CI, 0.32-0.65) 1
Log-rank P<.001

2 3 o E’
Time Since Randomization, y

Onko erlotinibi oikea laake?
— Uudemmat EGFR estajat (AZD9291, CO-1686)

Ymmarrammeko sydvan biologia riittavasti?
— Tehokas hoito levinneessa taudissa = tehokas adjuvanttihoito?

TAEG84 - od

ALDH1 | mwo



Mita TKl:n jalkeen?
(EGFR mut+ metastaattinen tauti)

EGFR
EGFR TKI PD ?
mut+ o T

e T790M sekundaarimutaatio todettavissa >50%
TKI hoidon aikana progredioivista potilaista




Mita TKl:n jalkeen?
(EGFR mut+ metastaattinen tauti)

Best response in Phase 1 and early
Phase 2 expansion cohort patients

Centrally confirmed T790M+ patients within therapeutic dose range (N=40)

"t C0-1686

AZD9291: Response rate” in T790M+ (central

Best percentage change from baseline in target lesion:
T790M+ evaluable patients, expansion cohorts only (N=107)
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ORR to date: 58%

PFS > 12kk

Janne ASCO 2014

Sequist ASCO 2014

AE (80mg) GR1-2  GR3 AE GR1-2  GR3
lhottuma 27% 0% lhottuma

Ripuli 20% 1% Ripuli 23% 0%
Hyperglykemia | 1% 0% Hyperglykemia @ 30% 22%




NSCLC, ALK+ taut



Metastaattinen ALK+ tauti

Lo Platina Kritsotinibi ,
NSCLC bl +pemetreksedi 4 (ALK TKI) 4 -




Kritsotinibi ensilinjassa, ALK+ tauti

Key patient inclusion criteria E T 250 e B B

Locally advanced, recurrent
or metastatic non-

squamous NSCLC R Stratification
e 1_D « ECOG PS, ethnicity, presence/absence Crizotinib

. of brain metastases
Pemetrexed-platinum
amga chemotherapy* IV q3w
(n=171) Mok ASCO 2014

(n=172)

No previous treatment

ECOG PS 0-2
(n=343)
PFS
100 7 Crizotinib cT
(n=172) (n=171)
80 — Median, months 10.9 7.0
S HR (95% Cl) 0.454 (0.35, 0.60)
- 60 p<0.0001
=
4]
S
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12 —— CT
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20 -
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No. at risk Time (months)

Yhta suuren PFS etu 1. ja 2. linjassa = aiemman vaiheen kaytto suositeltua



Mita taudin edettya kritsotinibin

aikana?

Ceritinibi = toisen polven ALK estdja

100+

treatment treatment
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—> Ceritinibi on toimiva vaihtoehto taudin edettya kritsotinibin aikana




Metastaattinen NSCLC
PD-1 ja PD-L1 targetoidut hoidot?

Ladke AEgr3-4 | ORRSqvs. | ORR ORR
non-Sq tupakka+ PD-L1+ vs.-

Nivolumabi D- 17% 33% 14% 33vs. 12% 36 vs. 0%

Pembrolizumabi PD-1 19% 13% 23 vs. 9%

MPDL3280A PD-L1  23% 46% 21% 33vs.19% 26 vs.10% 31vs. 10%



Yhteenvetoa

 Dramaattista muutosta ei keuhkosyodvan
hoidossa ole nahtya viimeisen vuoden aikana
— Uusia hoitoja tulossa

* Erityisesti pienissa taudin alaryhmissa
* Immunologiset hoidot?
— Vanhoja kaytantoja/toimintapoja kyseenalaistettu
* Esim. PCl ja levinnyt SCLC
* Kemosadehoidon sadeannokset NSCLC



