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Varfor ar SCLC sa speciellt?

e Aggressiv sjukdom
* Sjuka patienter

* Treatment-sensitive

—> Dagar kan vara avgorande
—2>Tillater samre allmantillstand



Bakgrund

e Utgor ca 15% av all lungcancer

Ovrig, 12% W Adenocarcinom

m Skivepitelcancer

Storcellig, 5% m Smacellig
e Rokning, rokning, rokning :Ztvorr;emg

Smacellig, 11% »

55%

» Defekta tumorsuppressorgener:

°
p53 | Skivepitelcancer]

* RB1

* Ingen behandlingsprediktiv mutation
Nationella lungcancerregistret 2019-2021



Stadieindelning SCLC

* Limited disease — stadium -1l

* Begransad till ena lungan/lokala s o
Iymfk(.jrtlar tum::r :zégstasis tur?or rgets;tases

e 5-arsoverlevnad 10-15%

Metastatic
tumor

* Extensive disease — stadium IV

e Spridning utanfor ena lungan |
Lymph node * i metastasis

* Lymfkortlar pa andra sidan metastasis .
mediastinum, axill, pa halsen sitesof U asis

metastasis
e Pleuravatska
* Fjarrmetastaser

e 5-arsoverlevnad 1%



Behandling av
smacellig lungcancer



Limited disease

Cytostatika + radioterapi

PS O0-1: PS >2:
Konkomittant Sekventiellt



Cytostatika

Platinumpreparat + Topoisomerashammare

* Cisplatin e Etoposid (Vepesid)

* Karboplatin * I[rinotekan (Campto)
Preparat Dos/ Maxdos/  Antal Dos  Antal Administreringssitt Dag
dostillfille dostillfdlle doser/ interv. doser/
mg/m? mg dygn tim cykel
1. Karboplatin  5x (GFR+25)* 1 1% ivinf 1-2 tim 1
2. Etoposid 100 1 1 j
3. Etoposid 150 1 2 po 2-3
P e J o . .
AL Hur valjer vi:
2 2 Ny cykel o ico ?
3 3 3 | Cis- eller karbos

T | * Etoposid eller irinotekan?
Dag 12 3 22 - Etoposid IV eller PO?

4 cykler reckommenderas



Limited disease

Cytostatika + radioterapi

PS O0-1: PS >2:
Konkomittant Sekventiellt

Om progressionsfri:
Profylaktisk helhjarnsbestralning

PS 0-1

Alder < 70
Diskutera med patienten!

Modifierat fran Dingemans et al; ESMO guidelines, Annals of Oncol, 2021



Extensive disease

Cytostatika

PS 0-1: PS >2 eller
Tillagg avimmunterapi kontraindikationer:
till progress alt 2 ar Enbart cytostatika



Immunterapi — Extensive disease

IMpower 133 CASPIAN

e Carboplatin + etoposid * Carbo-/cisplatin + etoposid

* Atezolizumab eller placebo * Durvalumab eller kontrollarm
* N=403 " N=537

Randomiserade fas-3 studier
Forsta linjen vid ED
PS 0-1
Fortsatt immunterapi till progress




IMpowerl33 - Atezolizumab

Objective response and response duration

70
64,4 [ Atezolizumab
60,2 + CP/ET
60
- Placebo .
+ CP/ET Atezolizumab Placebo
50 + CP/ET + CP/ET
—_ Duration of response (N =121) (N =130)
§ 4.2 3.9
40 Median duration, months (range | '
é an durat! (range) ) 4ot 19.5) (2.0 to 16.12)
(o)
Q 30 HR (95% Cl) 0.70(0.53,0.92)
)
Q
(2’4 209 213
20 6-month event-free rate — % 32.2 17.1
10,9 12-month event-free rate — % 14.9 6.2
10 6,9
25 . . . .
10 . Patleonts with ongoing response 18 (14.9) 7(5.4)
0 — no. (A))
CR CR/PR sD PD

a Censored. ° At clinical cutoff date: April 24, 2018. CR, complete response; EFS, event-free survival, PD, progressive disease; PR, partial response; SD, stable disease. LI u, SV ASCO 20 18



IMpowerl33 - Atezolizumab

A

Overall Survival (%)

No. of Patients at Risk
Atezolizumab + CP/ET 201

Placebo + CP/ET

100 Atezolizumab
+ CP/ET
90 (n=201)
80 -
Median OS, mo 12.3
70 (95% CI) (10.8 to 15.8)
60 HR (95% Cl)
50 - 12-month OS
40
30 -
20 - |
-
10 - : : 21.0%
| T 1 | | T ! 1 ; II T I Ll T 1 1
0 2 4 6 8 10 12 14 16 18 20 22 26 28 30 32
Time (months)
187 180 159 130 109 93 8 75 61 51 28 1
202 189 183 160 131 97 74 58 49 39 33 20 2 2

(9.3t0 11.3)

Placebo
+ CP/ET
(n=202)

10.3

0.76 (0.60 to 0.95)
P=.0154*

Liu, SV. JCO 2021



CASPIAN - Durvalumab

Durvalumab + EP EP
1.0 Events, n/N (%)
Ty mOS, months (95% Cl) 13.0 (11.5-14.8) 10.3 (9.3-11.2)
0.8 N HR (95% Cl) 0.73 (0.591-0.909)
) p-value 0.0047
O
s 0.6 - 53.7%
z s
= e
9 04- ; 33.9%
a :
E 39.8%
0.2 = i
1 24.7%
0.0 T T T I T ﬁ T !
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
No. at risk
Durvalumab + EP 268 244 214 177 116 57 25 5 0
EP 269 242 209 153 82 44 17 1 0

Paz-Ares, L. Lancet 2019



Forsta linjen — Extensive disease

IMpower 133

. Median OS, mo 12.3
= (95% CI) {10.8t0 15.8)
£ 601 HR (95% Cl) | 0.76 {0
s e
> 50
(7] |
= 40
—
4 30 :
© 139.0%
20 |
| Lo
10 4 21.0%
| |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
Time (months)
No. of Patients at Risk

Atezolizumab + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1

Placebo + CP/ET

202 189 183 160 131 97 74 58 49 39 33 20 8 3 2 2

Probability of OS

No. at risk

EP

CASPIAN

Time from randomisation (months)

268 244 214 177 116 57 25 5
269 242 209 153 82 44 17 1

oo

Standard of care i kombination med cytostatika
Racker det med underhallsbehandling?




Vad gér immunterapi?

Diagnos
5N g
/ progress \
Symptom-
givande

Klinisk

forbattring

\ /

Behandlings-
respons
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Fyra subtyper av SCLC

» Baseras pa uttryck av transkriptions-

faktorer:

ASCL1 -
NEUROD1 =
POU2F3 =

‘Inflamed’ =2

SCLC-A
SCLC-N
SCLC-P
SCLC-I

Gay C. Cancer Cell 2021



Klinisk betydelse?

. IMpower133 Overall Survival by Subtype
+
I IMpower133 Overall Survival (EP+atezo arm) H Hazard Ratio for Death (95% Cl) _ Median Overall Survival (mo)
100 : EP+atezo EP+placebo
- All tumors + I 11.6 10.1
X 7571 :
3 ~+ SCLC-A SCLC-A + i 10.9 10.6
=g ~20-CHY SCLCN{  —o— 10.6 9.4
n =~ SCLC-P o
T - SCLC-I scLc-pP 4 — 9.6 6.0
Q) |
3 251 :
SCLEA+ ——— 18.2 10.4
01 0002040608101214161820

favors EP+atezo favors EP+p|acebo
Hazard Ratio (HR)

0 3 6 9 1215 18 21 24 27 30 33 36 39
Time since treatment start (months)

Number at risk NEUROD1-driven (N) B Inflamed (1)
SCLC-A177 69 58 38 28 23 16 11 6 5 4 1 0 0
SCLC-N125 23201410 8 6 5§ 4 4 3 3 0 0 W POU2F3-driven (P) B ASCL1-driven (A)
SCLC-P{9 8 6 53 2 10000000
SCLC-1121 2018161110 9 7 5 5 3 2 2 1
0 3 6 9 1215 18 21 24 27 30 33 36 39

Gay C. Cancer Cell 2021




Extensive disease

Cytostatika

PS O-1: PS >2 eller PS >2 pga komorbiditet:
Tillagg avimmunterapi kontraindikationer: Best supportive care
till progress alt 2 ar Enbart cytostatika

Vid regress och PS 0-2:
? Ev konsoliderande
radioterapi

Alder < 75:
Ev profylaktisk helhjarns-
bestralning alt MR

Modifierat fran Dingemans et al; ESMO guidelines, Annals of Oncol, 2021



Andra linjens behandling

1. Omstart Karboplatin/Etoposid
* Vid god respons forsta gangen
* >3 man behandlingsfritt interval
* Hur gor man med immunterapin?

2. Hycamtin (Topotekan) per os
* Enda godkanda behandlingen vid recidiv

3. COA(V) - Cyclofosfamid, doxorubicin, vinkristin +/- etoposid



Relapsbehandling

Drug ORR oS Ref

PO Topotecan 7-18 % 26-33 weeks O’Brien (2006); Eckardt (2007)
Cyklofosfamid, doxorubicin, 18% 25 weeks Pawel (1999)

vinkristin

Nivolumab 10% 4.4 months Antonia (2016)

Nivo (1mg/kg) + lpi (3mg/kg) 14% 7.7 months Antonia (2016)

DLL3-targeted therapies??




Andra linjen

1. Omstart Karboplatin/Etoposid
 Vid god respons forsta gangen
e >3 man behandlingsfritt intervall

2. Hycamtin (Topotekan) per os
* Enda godkanda behandlingen vid recidiv

3. CAV/COAV

1. Best supportive care
* ALLTID



Sammantfattning SCLC

* Snabb dynamik — agera snabbt
e Cytostatika utgor grunden for behandling av SCLC

* Immunterapi inte lika sjalvklar roll som vid NSCLC
» Standardbehandling vid extensive disease
* Limited disease? Kombination med stralbehandling?
* Vad gor vi vid recidiv?
* Till vilka patienter?



Neuroendokrina neoplasier

Neuroendokrin

neoplasi
Neuroendokrin Neuroendokrin
tumor cancer
(NET) (NEC)
Typiska Atypiska Storcellig Smacellig

carcinoider carcinoider lungcancer (LCNEC) lungcancer
-Hogt differentierade -Lagt differentierade
-Lagre proliferationsindex -Hogre proliferationsindex
-Lagre antal mitoser -Hogre antal mitoser

-Kan vara hormonellt aktiva -Kan vara hormonellt aktiva



Neuroendokrina neoplasier

Neuroendokrin

neoplasi
Neuroendokrin Neuroendokrin
tumor cancer
(NET) (NEC)
Typiska Atypiska Storcellig Smacellig
carcinoider carcinoider lungcancer lungcancer
5-arsoverlevnad: 5-arsoverlevnad: 5-arsoverlevnad: 5-arséverlevnad:

95% 75% 15-50% <5%



Behandling: Neuroendokrina neoplasier

Neuroendokrin Neuroendokrin
tumor cancer
(NET) (NEC)
Typiska Atypiska Storcellig Smacellig
carcinoider carcinoider lungcancer lungcancer
Lokal: Lokal:
-Kirurgi -Kirurgi om mojligt
-Leverembolisering, endobronkiell terapi etc Systemisk:
Systemisk: -Karboplatin/etoposid
-Somatostatinanaloger -Karboplatin/gemicitabin?
-Lutetium-DOTATATE -Temozolamid+/-capecitabin?
-Everolimus (Afinitor) -(Nab-)Paklitaxel??

-Temozolamid+/-capecitabin



Sammanfattning: NET/NEC
* Kirurgi om det gar
e Begransa symptom

* Onkologiska tassemarkerna...




