SMALL CELL LUNG CANCER

Introduction

00:00:40

Small cell Iuns concer comes under the neurcendocrine

spectrum of tumors.

30al WHO classification of lung :

il

Tﬂpes

Features

L Tap'uca.\ carcinoid | Carcinoid morpholoag ond <3 mitoses/a

mm? (0 HPFS), lacking neerosis and
205 em v

a %_.’p'uco.l carcinoid CQrcin&id morpholo with 8 to 10

mitoses/a mm? (0 HPFS) or necrosis (oMten
punciuste) i

3, Lm'ge cell

neuroendocrine (organdid nesting palisading rosettes,
carcinoma. trobeculoe).
*  High mitctic rate > 10/a mm? (0 HPFS),
medion of 70/a mm?,

¢ Neuroendocrine mcrpholoaa

*  Necrosis (often large 2ones).

*  Cytologic features of a NSCLESBIBORL
cell size, low nuclear to cﬂ’copchSmic
ratio, vesleular or fine chromatin, and/
or frequent nucleolij some tumors

+ have fne nuclear chromatin and lack
nucleoli but quolify as NSCLC because
of large cell size and abundant
catopasm

*  Positive iImmunohistochemical s+odmn3
For one or more NE markers (other
than neuron-specific enclase) and/or
NE granules bﬂ electron microscopy,

4, | Small cell lung

Classification and grading criteria. for neuroendocrine
neoplosms of the gastrointestinal tract and hepatob'\liarﬂ
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Organs, LWHO a019 ¢

‘ Mitotic rate*

Ki-67 index*
Terminolegy  Differentiation Grade (mitoses/2 ‘
9 (percent)
mm?)
KT, G1 Well differentiated | Low <2 <3
NET. Q2 Well differentiated ‘L Intermediate 21020 31020
NET, G3 Well differentiated | High >20 >20
NEC smaficell | Poorly Hight | >20 >20
fyo2 (SONEQ differentiated p]
NEC. large cell Poorly High® >20 >20
type (LCNEQ) differentiated
MINEN | Well or poarly Variable® Variable® Variable®
| differenvated® | ‘

For de’cermmmS srade ot @l and heaptob\luar5 {'umors. :
mitotic rate and Ki 67 is used.
For lung turmors on'.5 mitosis is used.

Hstopoifnbsical exomination *

Small blue malignant cells.

Cells twice the size of resting lymphocytes.

No distinet nucleolt

Finely dispersed chromatin.

O#ferentiating points from LCNEC : large cells.

Nutlear moulding is charocteristic, High grade
Crush artifocts. T

Concept of combined SCLC ¢ Coexistence of NSCLC, m/c
with squarnous cell cancer, treak as SCLC.

HELCLL 5 evolution i€ 14% into SCLC.

Association of siroking with SCLC 1 unpor tant,
98 % of SCLL are Snokers, 8% i non SmoKers,
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Small cell 3
lung cancer
munchistochemistry !
* A and CK positive.
* 80% of SCLC are thyroid transeription factor (TTF D
posthve (in adenocarcinoma lung and thyroid tumors). !
. Sﬁfﬂp‘\'ophﬂSin/ chromosranin/ CDSk or NCAM : The NE
markers.
* iGT8O 4o I00.
* > I mioses ot least, usually more than 80/10 hpt. :

molecular pathogenesis : :
. Fsam.:’mi'ions’chemosfcommon,?s%o%%. '
* Rbgene mutation and mye mutodion .
« Driver mutations seen in NSCLC are absent.

Presentation ‘
*+ me symptom of SCLC ¢ Fadigue.
* Lorge central mass with hilar and mediastinal nodes.
* SVC syndrome seen in 10% of patients ok diagnosis.
* &roin mets seen in 18% of cases ak diagnosis.
* eone/lver/adrenal, normal ALP with lytic mets is

crorocterctic.

Paraneoplastic syndromes 00:29:26

Forareopostic SIROH ¢

s E 6 of tumour reloted SIA0H is due to SCLC. :

¢ Buvoiemec nyponadremia. ? riypoosmolality, hyperosmolar '
uring; urne 1o 7 40 meg/L.

» [rost SCLL # ADH IS high, bud only 10% meet criteria Yor
SIRDH ard S% ori5 have s&rrplonnhc SIADH.

* 15 a bad progrostic factor.

v eoth SCL and SeLe (olso aV/&u/ovar y/hnsec/ofactory

neuroblastoma). g
Faranecplastic cushing f AREdHFI Ry

* SO% SCLC have hiah ACTH bt onh:j S% have Cushina ,

s.\jr»drane. Q
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ead prognostic factor.
Gene involved : POMC.

r:c’copnc ACTH secretion :

SCLC.
Adenocarcinomao. lung.
scC ims.

eronchial carcinoid,
mTC. !
Pancreatic islet tumours.
Phaeochromocﬂfom

Ectopic CRH ©

Carcinoids.
Lung tumors.
Prostate tumors.
lslet tumours.

Mewolog'\c paraneoplastic s.ﬂndrornes :

Limbic encephalitis.

Subacute cerebellar degenerodc\on, presenting as
atoxio.

&l peeudoobstruction.

Ruionomic neu.ropa&ha.

Subacute sensory neuropo:khﬂ. ‘
Oncoreural cmtibod5 ¢ Anti Hu or ANNA | and antiCva, or
ot CRIMPS.

Utrer posanecplastic sbr\dromes !

SLUL ard Ca breast con cause stifd person syndrome,
oncoreuro) ont nbod-j ANt mv’\fhlPhSSiﬂ.

Opeocionus mjocbms androme i Anti Ri or anti ANNA
(ak0 0 breast).

Retinopating (CAR) + Recovern antibody (anti bipolar celD.

Linbic encephaldns/s.enzu.res # Aot 6RBAb receptor,
Aot Yo (CA) s NOT associated with sCLC,

Lambert Baton myastnenc syndrome (Lems)

Onconeusal an’(&zodg ; Pre55mpim voltage Saied
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caleum channel

Can be non paraneoplastic also.

Features : Proximal myopathy, autonomic neuropothy,
oculobulbar palsl.j, lost DTR.

Prosis : m/c craniol nerve %nding.

m5opc¢h5 * Symmetric and proximal.

Recovery of DTR and power on brief muscle activation :
post exercise facilitodion.

u)orKuP0¥LEITE.=

§old standard : High frequency reﬁeﬁ’dve nerve
stimulaion shows ok least 100% increase in CAMPE ¢
E\nﬁbodg levels in serum.

Nerve conduction studies.

Tmnea, = 1=

single Rbre emq in selected cases.

Treatment options for namo\osic pamneoplasﬁc 55ndromes :

Plasma. exchange.

va.

Steroids.

cﬂcbp'nos.pham'-.de.

Tagrolimus.

Amifampridine : Relieves LEMS symptoms) prolongs
nerve terminal depolarisation.

Rituximab (anti CDA0 antibody).

Staging 00:45:68

Limited skage dicease

Diceose burden

S’cﬁing

VALSG RXCC

|
" 1

extensive s{oae diseose

l

Dicease cannot

con be covered be covered
in o radio&ion ina sinsle
field radiation fleld
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* /3 ™ will have limited stage disease.

* T4 Ni-3 MO is limited stage except when locoregional
disease is extensive thot can’t be covered in a.
radiotional feld, come under extensive stage disease.

Stn3m3 investigations
PET-CT is always preferred.
* eone scan With CT thorox and abdomen, i PET CT is not
done.
* MR brain : mandatory ok baseline. ;
* Sampling of pleural eftusion, it significant.
* Bone marrow biopssj is not routinely recommended.

~TNmM s’cag'\ns !
il Tumor <3 am in greanest dimention sureunded by lung e visceral pleara witheu! Bronchascepic evience of invason more
Thami) Miriraly Invasive U !
\iE) Turnor $1 cm I greatest dimenslan® |
b Tumorhlmbut‘lunlngmudhnmnun' P
e Tumet >2 am but S3¢m In greatest dimensdon®
n Tamar >!a'.|MSScmarwmwmnnlﬂ'e'u[mm;mnh‘lss .
+ [nvolves main bronchus regardless of distance from Lhe carina but mithout Imvolvement of thi carina . )

o Iqadas vsteral plear
» Assoclated with atelectasis of abstructive pneumonitis that extends to the hilar reglon, Imvolving part of all of the

h.ng
n Tumar 5 am but <7 in grmesldlmemiun o assnaﬂedwm Separeumyr ncdu.‘»[slvn me sz loheasthe prmry
e or 26ty gz any of the folming suuetures: chest walfincuding e pariea] pleora ind supendx sulus umes)
feen remve, pareal prardun
(] Tumas 37 min greatest dimension o assagaled withseparate mod nadu'f) ma dferent pslatesal e thanthtel he. «

prmaty umae o ke anyof e ofowing suwcures: diaphragm, medascnum, hear restvastes, Gchea recurnt
erged!rene, @gheg 5, Vel body, andarma

N: hglmd Iymph poda knvetvement
W Reggrd |y /n/mumluu.r.w -
L Mo regoral Iy mgn nace metailisg
[ NI Metayrans o iy aliral per rentnal 07d'of (pEatersl Pat ymph ncaes snd idrapamanary haded ;wang nohemanl by
G| mafardad
W Maaitasa ¢ gy aten il mecastnal sl sataantal mgh rede|
k) Matastays o ol al adastnal, ot date o I I latenad o0 (ol alate ol SCal@m, CF B dwiulal fjiph nedeis)

M: Distant metastass

A e Grart Tty
1] Qi Tliilands vt
W S dor Lot 1 32} g kel e D U P o i i bl Ny o RGNt i ol pecaraal
L~
Wi S eal ahas 0 Pataslass’
Wy e G UK Matastesas i Gie O mer W urd
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Treatment 00:54:09 ]
Treatment of SCLC .
& b :
L‘\mite<‘i stage extensive stage '
( 1
S{age | _ Other limited ;
~ T/Tanomo stoge , R
| L *
Surser\xj CCRT s_tjs‘cemic Jrherc\pg
followed by | ! (Chemo +immuno)
adjuvant
chemcr’c’nempg

surgery and adjuvant treatment in limited stage disease :
* TI-Ta NO MO : Surgery it medically At
. ‘l*nomuah staging including ’chorac.oscopl.j to rule out
nodol mets is mndatorfj
* Sugery: Lobectomy plus mediastinal node dissection.
* Adjuvant chemotherapy is mo.nd.a’ror}j
* Cisplotin + Etoposide (4-b cycles).
* Carboplatin + etoposide.
* Role of adjuvant RT only in ¢
* R (microscopic disease left behind)/Ra
(mocroscopic disease left behind).
. Pai‘nokogica] node pos'rﬁv‘.'cﬂ.
. su.rgical rmrain Posih\f\{'5.

Non surgjcal coses of limited stage SCLC like !
.. Node positive disease.
a. T3 or T4 diceace,
3. Sta.ge 1 but medscal\ij inoperable.

Active space

CLRT PEAGRAErE 5 care (cisplatin/corboplatin + etoposide)
T i started with second line of chemotherapy,
No role ¥or immunotherapy in limited stage <CLC first line,
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Radiotherapy doses
* O %o 70 &Y in fractions of a &y (old.
* 4s §y in twice dally froctions over three weeks :
current standard (acceleroted haper%anﬁma’dor\).

Prophylactic cranial irrodiotion (PeY : To reduce chances of
brain mets in clinical course. ‘
Indications : Patients who achieved partial/complete response
‘o CCRT.

i
extensive stage SCLL ¢
Standard of care : Chemotherapy + immunotherapy,

~ _* carboplatin + etoposide + durvalumab/atezolizumab >

pembrolizumodb .
--= -0 role for concurrent chemoradiation.

. Carboi:;iaﬁn = cisplodin here."

* Platinum + irinotecon acceptable, instead of etoposide.
Thoracic irradiaion after systemic therapy, indications : ood
response to initial therapy with residual disease in
thoracic cm.ﬁ’(B.

Prophylactic eranial irradiation (Ped :

* Indications : pofients who achieved partial response ‘o

initial {’nempﬂ.

* 1% not fit, Followed up by periodic MRI brain for mets.

mamgemen‘c of brain mets
- * Asymptomadic : Protocol treatment of systemic therapy,
¢ symptomatic : whole brain radiotherapy —> protocol
treatment of systemic therapy
I¥ immurotherapy contraindications like autoimmune
dicorders present, then chemotherapy alone can be given.

Eelapse !

Plotinum sensitive relopse | Refractory relapse
more thon 3 months after |Less than 3 months of
theropy therapy

Platinum Included in Platinum not used again
Jr_gg'men g
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For treatment, & month cut of is taken.

Platinum re-?mctonj relapse within & months :
* Lurbmnectidin: nlﬁgla{ins asen{".

* Topotecan.
9P0 India
* Irinotecon. )
Atter b months ¢ 7
" Qecho]\enge with same regimen. {

* Canodd immunotherapy to chemotherapy, it not used
in the first line setting ) -

* 1§ not fit for platinum again, use lurbinectidin or

* Can use pembrolizumab as single agent in 3" line
it immunotherapy not employed thus Sar only setting
immunotherapy without chemo is indicated,

Active space



