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DO YOU REMEMBER (SNEEZE) WHEN ALL SMOKING

GAVE TOU WAS LUNG CANCER?



Hva kjennetegner SCLC?

Definert som egen subtype ca 1960

1968: skille mellom “Limited” og
"Extensive Disease”

Neuroendokrin tumor
Ca 15% av alle lungekrefttilfeller
Kjemosensitiv



Kjennetegnes ved

ller
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« Metastaserer raskt

 Histologisk diagnose

SRS



Bilateral adrenal gland metastases in a 45-year-old woman with shortness of breath.

Johnson P T et al. Radiographics 2009;29:1319-1331
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>95% av pasientene er rgykere
Ubehandlet : overlevelse 2-4 mnd
God respons pa behandling
Kortvarig respons - raskt tilbakefall
Systemsykdom

Begrenset sykdom (35%)
—"Alt inn i ett stralefelt”

Utbredt sykdom (65%)
— Fjernspredning





http://effects-onsmoking.com/small-cell-lung-cancer-symptoms-and-treatments/small-cell-lung-cancer-symptoms

Symptomer

Feber
Vekttap
Asteni
Hoste
Hemoptyse
Dyspnoe
Dysfagi
Heshet
Stridor
Smerter
Paraneoplastiske symptomer



Paraneoplastiske symptomer

Hyponatremi
Klge / utslett
Smerter



* Prognostiske faktorer

— Performance status (ECOG, WHO,
Karnofsky)

— Vekttap

— Tumorvolum

— Kjgnn

— LD

— CNS affeksjon => darlig prognose



Kasuistikk 1

Kvinne fgdt 1961

Helsearbelder

R@ykt ca 20 sig/d

"Energitap” siste halvar

Flere pneumonier siste maned, nattesvette

Dyspnoe, og venetegninger pa overkropp
siste uke
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Kasuistikk

Lymfom?
Biopsi: smacella carcinom

Farst cellegift som kunne dekke begge
diagnosene

Lite effekt etter to dager, starta med
stralebehandling



Stralefelt

2828 rows, 2320 cq




Kasuistikk

Etter 4 stralefraksjoner tydelig effekt,
redusert gdem | ansikt/armer

Tre uker stralebehandling
Infeksjonsproblematikk

Deretter kjemoterapi, 3 kurer, lokalt
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Kasuistikk

 Fikk sa profylaktisk stralebehandling mot
hjerne

* Innlagt lokalsykehus i1 juli, gkende
dyspnoe, og re-vekst pa rtg

« CT-bildene oversendt DNR
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Kasuistikk

« Dgde ila fa dager



Inndeling av SCLC

* Begrenset sykdom:
— median levetid 10-18 mnd
—5-10% lever 3 ar
— 3-5% kurert
» Utbredt sykdom
— Median levetid 6-10 mnd
— Langtidsoverlevere nesten ingen



SCLC
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Begrenset
| - sykdom
Perifer Ikke perifer
stadium | . stadium I-1I
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Kirurgi /;>
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Utbredt
sykdom

J_

Respons

|

PCI, 3Gy x10

Jevtana-studien

Topotecan el.

)
Recidiv

cabazitaxel

3 mndr: ny kjemo
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“We’ve found a mass. The good news is
we have weapons of mass destruction.”



Begrenset sykdom

T1-T2NOMO: vurdere operasjon

4 PV-kurer

— Cisplatin 75mg/m2 iv dag 1

— Etoposid 100 mg/m2 iv dag 1-3
Interponert stralebehandling etter 2. kur
— 2.8 Gy x 15

Profylaktisk hjernebestralning
-2 x Gy 15



Kjemoterapi

* Angriper celler som deler seg raskt
— Ogsa friske celler i rask deling

* Alvorlige bivirkninger er en kalkulert risiko



Kjemoterapi

pafarer DNA-skade

kreftceller darligere til a reparere enn
normale

virker mest pa celler med hgy
delingsaktivitet

— blodceller, harceller, tarmceller



-@margssvekke@

Bivirkninger ved kjemoterapi

kvalme/oppkast
haravfall

slimhinne-/munnsarhet

diarre/obstipasjon

redusert nyrefunksjon

Kjgnnskjertel-
pavirkning
slitenhet

psykiske reaksjoner



Kjemoterapi ved SCLC

"PV”: CiSpIatin (75 mgm2 d 1) 0Q etOpOSid (100mg/m2 d1-3)
”CE”: CarbOplatln (AUCS)Og etOpOS|d (100 mg ivd 1 og 200 mg po

d 2-4)
"ACQO”: adriamycin somgm2), Cyclofosfamid oo mgimz)
0g ONCOVIN @mg

Topotecan (Hycamtin kKpsl) ¢zmyme a1
Bendamustin?
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FREQUENCY OF THORACIC RADIOTHERAPY WITH CHEMOTHERAPY IN LIMITED SMALL-CELL LUNG CAMNCER

TWICE-DAILY COMPARED WITH ONCE-DAILY THORACIC RADIOTHERAPY
IN LIMITED SMALL-CELL LUNG CANCER TREATED CONCURRENTLY
WITH CISPLATIN AND ETOPOSIDE

Anorew T. Turrisy, 1, M.D., Evuncmann Kinm, PH.D., Ronaio Booms, M.D., WitLam T. Saose, M.D.,
RoeerT B. LivingsToN, M.D., Rirsuoko Komakl, M.D., HEMRY WacNER, M.D., SEENA AlSNER, M.D.,
AND Davio H. Jonnsow, M.D.

Methods We studied 417 patients with limited
small-cell lung cancer. All the patients received four
21-day cycles of cisplatin plus etoposide. We random-
Iy assigned these patients to receive a total of 45 Gy
of concurrent thoracic radiotherapy, given either twice

daily owver a three-week period or once daily over a
period of five weeks.

NEJM 1999



Conclusions Four cycles of cisplatin plus etopo-
side and a course of radiotherapy {45 Gy, given either
once or twice dailyl beginning with cycle 1 of the
chemotherapy resulted in overall two- and five-year
survival rates of 44 percent and 23 percent, a consid-
arable improvement in survival rates over previous
results in patients with limited small-cell lung cancer.
(N Engl J Med 1999;340:265-71.)

TasLE 1. CHARACTERISTICS OF THE STUDY PaTiENTS
ACCORDING TO ASSIGNED THREATMENT.

CHARACTERISTIC
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*Drata om morphology wene available for 175 patienss receiving once-daily

radiotherapy and 181 patienis receiving swice-daily radiocherapy.

tPatienis conld have discase o more than one sise.



P=0.04 by log-rank test
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Figure 1. Eaplan-Meigr Estimatas of Owarall Survival for All 417 Patients Assigned to Treatment Groups.

NEJM 1999



HAST-studien

* Undersgkt om 2.8 Gy x 15 er like bra som
1.5x2x 15

* Inkludert 170 pasienter i Norge
* Oppfalgingsdata undervels




Profylaktisk hjernebestralning - PCI

« 2 Gy X 15 etter avsluttet PV +
stralebehandling thorax

 Innen 6 uker etter siste kur



TABLE 2. CHARACTERISTICS OF THE Q87 PaTiENTS
WITH SMALL-CELL Lung CanNcCER 1N COMPLETE REMISSION.

CHARACTERISTIC

Male sex — no (%)

Age
Median — yr
Range — yr

=55 yr— o (%)
55-64 y1 — no (%)
=6k yT— no (%)
Performance seasus — oo (%)
0
1
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Induction trextment with chemotherapy
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SCLC

Utbredt sykdom

| S

!

L
*"PV”: cisplatin (75 mg/m2 d 1) og etoposid
(100mg/m2 d1-3)

«"CE”: carboplatin (AUC 5) og etoposid
o _ > (100 mgivd 1og 200 mg po d 2-4)
«”ACQ”: adriamycin (50 mg/m2),
cyclofosfamid (1000 mg/m2) og oncovin (2
mg)

*Topotecan (Hycamtin kpsl) (2,3 mg/m2 d
1-5)

*Bendamustin?

Respons

l

PCI, 3Gy x10

Jevtana-studien

Topotecan el.
| cabazitaxel

!

Recidiv $
3 mndr: ny kjiemo




Utbredt sykdom

« Kjemoterapi

« Stralebehandling
— PCI innen 6 uker etter siste kur
— For symptomer / plager



PCl-utbredt sykdom
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Figure 1. Cumulative Incidence of Symptomatic Brain Metastases.

The difference in the cumulative incidence of brain metastases between the
irradiation group and the control group was significant (P<0.001, by Gray's
method).

NEJM, 2007
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Figure 2. Disease-free Survival.

Patients in the irradiation group had a lenger median period of disease-free
survival (14.7 weeks) than did those in the control group (12.0 weeks)
(P=0.02 by log-rank test; hazard ratio, 0.76; 95% Cl, 0.59 to 0.96).
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Figure 3. Overall Survival.

Patients in the irradiation group had a lenger median overall survival (6.7
months) than did those in the control group (5.4 months) (P=0.003; haz-
ard ratio, 0.68; 95% Cl, 0.52 to 0.88).
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Framtiden

Genetisk karakterisering av kreftceller

dentifisering av biomarkgarer (prediktive /
prognostiske)

dentifisering av mal for terapi (targeted
therapy)

Pasientens eget genom (farmakogenetikk)
Miljo
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ARTICLES

A small-cell lung cancer genome with
complex signatures of tobacco exposure




LETTERS
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Integrative genome analyses identify key somatic driver
mutations of small-cell lung cancer

Martin Peifer' %7, Lynnette Fernindez-Cuesta' 37, Martin L Sos'-4, Julie George'?, Danila Seidel">3,
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exomes, 2 genomes and 15 transcriptomes and found an adenocarcinoma’™'® and in squamous cell lung carcinoma'”'%, By
extremely high mutation rate of 7.4 = 1 protein-changing contrast, little is known about the molecular events causing SCLC

mutations per million base pairs. Therefore, we conducted bevond the high prevalence of mutations in TP53 and RBI (ref. 3).




