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Non Small Cell Lung Cancer

Surgical exploration and resection + mediastinal lymph node dissection or systematic lymph node sampling

|

|

l

l

Stage 1A Stage 1B Stage A Stage A Stage 11B Stage A
T3, NO; T1-3, N2,
Tlab, NO T2a, NO T2b, NO Tlab-T2a, N1
T2b, N1 T3 [>7 cm], N1
) ) ) . _ . i Margins(+)
Margins(-) Margins(+) Margins(-) Margins(+) Margins(-) Margins(+) Margins(-) RLR?
RO R1.R2 RO R1.R2 RO R1.R2 RO '
or nodal ECE
Observe Reresection(preferred) | Observe | Reresection(preferred) CIT Reresection + CIT CCRT
+CIT CIT
or or
or or
RT RT(N2 only)
C/T tRT CCRT+C/T
(C/T for stage 11A)
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Initial Evaluation

- H&P

- Pathology review

- CBC with differential, platelets

- Electrolytes, liver function tests (LFTs), Ca, LDH

- BUN, creatinine

- Chest/liver/adrenal CT with IV contrast whenever possible
- Brain MRI

- Whole body bone Scan

Y<PET/CTscan (§& 4 &7k ~ 4% &\ H f ED)

- Smoking habit

Non-Small Cell Lung Cancer Small Cell Lung Cancer
P.6 P.1
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STAGE

Limited stage
(See for TNM

Small Cell Lung Cancer

ADDITIONAL WORKUP

+ If pleural effusion is present,
thoracentesis is
recommended; if
thoracentesis inconclusive,
consider thoracoscopy'

» Pulmonary function tests
(PFTs) (if clinically indicated)
Classification) * Bone imaging (radiographs

BiL @A RTE

‘IN.’ 53

or MRI) as appropriate if
PET-CT f&3x equivocal

* Unilateral marrow
aspiration/biopsy in select
patients

SR 153

Clinical stage PET-CT scan

T1-2, NO

obtained)

Limited stage in

(if not previously [—

Pathologic
—=|mediastinal
staging

—» See Initial

Treatment &. P. 3

excess of T1-T2, NO

Bone marrow biopsy,
thoracentesis, or bone studies
consistent with malignancy

See Initial
Treatment . P. 3

See
Extensive-Stage

Disease B, P. 4
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TESTING RESULTS

Pathologic
mediastinal
staging negative

Clinical stage

T1-2, NO Pathologic

mediastinal
staging positive
or medically
inoperable or
decision made not
to pursue surgical
resection

Small Cell Lung Cancer

}_.

Good
performance
status (PS 0-2)

Poor PS (3-4)
due to SCLC

Poor PS (3-4)
not due to SCLC

Good PS (0-2)

Limited stage in Poor PS (3-4)

excess of T1-2, NO due to SCLC

Poor PS (3-4) not

=

due to SCLC

INITIAL TREATMENT!

ADJUVANT TREATMENT

:-;t;?::;n;{and NO —= Chemotherapy —=
mediastinal lymph

node dissection Concurrent

or sampling N+ —| Chemotherapy +|—

mediastinal RT

Chemotherapy + |

,. Chemotherapy- + concurrent

Y

concurrent thoracic RT |

Chemotherapy: RT

\J

Individualized treatment
including supportive care

RT -

Chemotherapy+ pT

L ]

. Individualized treatment

including supportive care

See Response
Assessment +
Adjuvant Treatment

A P.5

See Response
Assessment +
Adjuvant Treatment

A P.5

See Response
Assessment +
Adjuvant Treatment

R P.5




HEEFRHME A REFR

Lung Cancer Guidelines

Small Cell Lung Cancer

STAGE

*» Good PS (0-2)
Extensive stage * Poor PS (3-4) | —™
without localized due to SCLC
symptomatic sites
or brain - Poor PS (3-4)
metastases not due to

SCLC

+ SVC syndrome
« Lobar obstruction
- Bone metastases

Extensive stage
(See for TNM
Classification)

Extensive stage +
localized
symptomatic sites

Spinal cord
compression

|_.

INITIAL TREATMENT

Combination chemotherapy including
supportive care

Individualized therapy including
supportive care-

chemotherapy * RT to symptomatic
sites

If high risk of fracture due to osseous
structural impairment, consider
orthopedic stabilization and

palliative external-beam RT

RT to symptomatic sites before
chemotherapy unless immediate
systemic therapy is required. s

May administer chemotherapy first, with

Asymptomatic ——> poje.brain RT after chemotherapy’

Extensive stage with
brain metastases

Whole-brain RT before chemotherapy,

Symptomatic — |unless immediate systemic therapy is

indicated

See Response
Assessment +
Adjuvant Treatment

R P.5




HEEFRHME A REFR

Lung Cancer Guidelines

Small Cell Lung Cancer

RESPONSE ASSESSMENT FOLLOWING

INITIAL THERAPY

* Chest x-ray (optional)

* Chest/liver/adrenal CT with IV
contrast whenever possible

« Brain MRI (preferred) or CT
with IV contrast whenever
possible, if prophylactic
cranial irradiation (PCI) to be
given

* Other imaging studies,
to assess prior sites of
involvement, as clinically
indicated

+ CBC, platelets

« Electrolytes, LFTs, Ca, BUN,
creatinine

ADJUVANT
TREATMENT
Limited PCI -
Complete stage
response
or partial
response Extensive PCI
stage + thoracic RT
Stable -
disease g
Primary
progressive -
disease

BILEEARTE  BARAEFR

SURVEILLANCE

After recovery from primary

therapy:

*» Oncology follow-up visits
every 3—4 mo during y 1-2,
every 6 mo during y 3-5,
then annually
» At every visit: H&P, chest

imaging, bloodwork as
clinically indicated

* New pulmonary nodule
should initiate workup for
potential new primary

*» Smoking cessation
intervention,

* PET fig3x /CTis not
recommended for routine

follow-up

See Subsequent Therapy/
Palliative Therapy 8. P.6

For Relapse,
—|see Subsequent
Therapy B, P.6
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Small Cell Lung Cancer

PROGRESSIVE DISEASE SUBSEQUENT THERAPY/PALLIATIVE THERAPY

Subsequent chemotherapy

or

Ps 0.2— |Palliative symptom management,
including localized RT to
symptomatic sites

Relapse or primary
progressive disease

Palliative symptom management,
PS 3-4— [including localized RT to
symptomatic sites

Continue until two cycles
beyond best response or
—|progression of disease
or development of
unacceptable toxicity

f—

+ Palliative symptom
management, including
localized RT to
symptomatic sites

» Consider subsequent
chemotherapy if still PS 0-2
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Non Small Cell Lung Cancer

PATHOLOGIC INITIAL EVALUATION CLINICAL STAGE
E?SLIEOSIS OF Stage |A, peripheral (T1ab, NO) » B P.11
Stage |, peripheral (T2a, N0O); central (T1ab-T2a, NO);
Stage Il (T1ab-T2ab, N1; T2b, N0); stage IIB (T3, N0) | & P.11
« Pathology review Stage IlIA (T3, N1)
BEmELRFREFE Stage IIB (T3 invasion, N0); . B P13
(include performance Stage IlIA (T4 extension, NO-1; T3, N1) )
status + weight loss)
+ CT chest and upper Stage IIA (T1-3, N2) » R P16
abdomen with contrast,
including adrenals ?Se'czgffrsp“:molc?w nodule(s) » & P.16
* CBC, platelets T
NSCLC ——» |* Chemistry profile Multiple lung cancers » R P.18
+ Smoking cessation advice, o .
counseling, and Stage IlIB (T1-3, N3) mediastinal CT positive
pharmacotherapy Contralateral (lymph nodes 21 cm) or — R P.20
» Use the 5 A’s Framework: palpable supraclavicular lymph nodes
Ask, Advise, Assess, Stage llIB (T4, N2-3) on CT - R P2
Assist, Arranae

* Integrate palliative care Stage IV (M1a) (pleural or pericardial effusion)——— & P.21

Stage IV (M1b)
Limited sites with resectable lung lesion - R P.22

Stage IV (M1b) disseminated metastases - R P.25
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CLINICAL ASSESSMENT

Stage |IA

(peripheral T1ab, NO)

Stage IB

(peripheral T2a, NO)
Stage |

(central T1ab-T2a, NO)
Stage ll

(T1ab—2ab, N1; T2b, NO)
Stage IIB (T3, NO)

Stage IlIA (T3, N1)

Non Small Cell Lung Cancer

PRETREATMENT EVALUATION

+ PFTs (if not previously
done)

* Bronchoscopy
(intraoperative preferred)

» Pathologic mediastinal
lymph node evaluation

« FDG PET 3£ /CT scan
(if not previously done)

« PFTs (if not previously
done)

« Bronchoscopy

» Pathologic mediastinal
lymph node evaluation

+FDG PET # 3£ /CT scan
(if not previously done)

+ Brain MRI with contrast
(Stage I, NIA
Stage IB )

B AATR  RBRH G FR

INITIAL TREATMENT

Surgical exploration and

Operable — |resection + mediastinal lymph w
Negative node dissection or systematic E.PT
mediastinal < lymph node sampling :
nodes Medically Definitive RT including stereotactic
inoperable ablative radiotherapy (SAER)
Positive
mediastinal » R, P.16 4= B, P.20
nodes Surai i
urglc:_al exploratlo_n ar_Id See Adiuvant
Operable — resectlpn' -l_-medlastlnal Iyl_'nph —J—Tre atment
node dissection or systematic I —
Negative lymph node sampling RP.12
mediastinal N Consider adjuvant
Definitive .
oI\ o ANO|RTinchaing | SHamemarty for gt
edically SAER
inoperable <
N1—=Definitive chemoradiation
Positive |
mediastinal » R, P.16 7= 8 P.20
nodes
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Non Small Cell Lung Cancer

FINDINGS AT SURGERY

Margins negative (R0)) ———
Stage |A (T1ab, NO)
Margins positive (R1, R2) —

Margins negative (R0)) —
Stage IB (T2a, NO);
Stage lIA (T2b, NO)

A

Margins positive (R1, R2) ——

Margins negative (R0) ———

Stage IIA (T1ab-T2a, N1)
Stage IIB (T3, NO; T2b, N1)

_ -

R1

Margins positive<:

RZ ——

/\

Margins negative (R0) —»

Stage IlIA (T1-3, N2; T3, N1)

RT ——

/N

Margins positive<

R2R —»

ADJUVANT TREATMENT
Observe =

Reresection (preferred)

or >
RT (category 2B)

Observe &
or

Chemotherapy for high-risk patients —
Reresection (preferred) * chemotherapy ——

or

RT £ chemotherapy (chemotherapy for stage IIA)

Chemotherapy -

Reresection + chemothera > Surveillance
wy | A P23

or
Chemoradiation' (sequential or concurrent) —

Reresection + chemotherapy |

or -
Concurrent chemoradiation |

Chemotherapy' >

or —

Sequential chemotherapy + RT (N2 only)

Chemoradiation (sequential or concurrent) ——

Concurrent chemoradiation -
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CLINICAL
ASSESSMENT

Stage IIB (T3 invasion, NO)
Stage lllIA (T4 extension, |—
NO-1; T3, N1)

E AR YRS T E

Non Small Cell Lung Cancer

PRETREATMENT EVALUATION

= PFTs (if not previously done)

= Bronchoscopy

= Pathologic mediastinal lymph node
evaluation

= Brain MRI with contrast

* MRI with contrast of spine +
thoracic inlet for superior sulcus
lesions abutting the spine or
subclavian vessels

+ FDG PET fl§3£/CT scan (if not
previously done)

s FIx
{

CLINICAL EVALUATION

Superior sulcus tumor———— See Treatment R P14

Chest wall See Treatment B P. 15

Y

Proximal airway

.. See Treatment ®. P. 15
or mediastinum

Y

Unresectable disesase———» See Treatment % P. 15

See Treatment for Metastasis
Metastatic disease—— limited sites 8, P. 22 or
distant disease R, P. 24
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Non Small Cell Lung Cancer

CLINICAL PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
Superior .
sulius tumor Preoperative Surgery + Surveillance
T3 invasion >|concurrent ™ chemothera R P.23
( ’ chemoradiation Py :
NO0-1)
Surgery + Surveillance
Resectable —» >
Possibl Preoperative surgical chemotherapy R P.23
resectagle- concurrent ree\?aluation
chemoradiation

Complete definitive RT Surveillance

Superior Unresectable — + chemotharapy 8 P 23

sulcus tumor
(T4 extension,
NO0-1)

Definitive concurrent Surveillance
chemoradiation g B P.23

Unresectable —

10
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Non Small Cell Lung Cancer

CLINICAL INITIAL TREATMENT ADJUVANT TREATMENT
PRESENTATION Marai s it
argins _ . Surveillance
negative (R0) Chemotherapy > 8 P.923
s torred Reresection + chemotherapy
urge referre i
gery (p ) R1 or o _ .. Surveillance
. Chemoradiation (sequential B P.23
Margins or concurrent) :
positive
Chest wall, or Reresection + chemotherapy .
proximal airway, or R2Z —|or » Surveillance
mediastinum Concurrent chemoradiation R P.23
(T3 invasion, N0O-1
Resectable T4 Marai s il
extension, NO-1) argins —» Observe , =Urvelfiance
Concurrent negative (R0) B P.23
glrlemoradlatlon Surgery
Chemotherapy i iti i
Margins positive__ Reresection » Surveillance
(R1,R2) B P.23
Stage IlIA (T4, N0O-1) Definitive concurrent . Surveillance
Unresectable chemoradiation ] B P.23

11
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CLINICAL
ASSESSMENT

Stage llIA
(T1-3, N2)

Separate pulmonary
nodule(s) —
(Stage lIB, 1A, IV)

Non Small Cell Lung Cancer

PRETREATMENT EVALUATION

« PFTs (if not previously done)

* Bronchoscopy

» Pathologic mediastinal lymph node
evaluation

+ FDG PET# £ /CT scan (if not
previously done)

« Brain MRI with contrast

* PFTs (if not previously done)

+ Bronchoscopy

« Pathologic mediastinal lymph node
evaluation

« Brain MRI with contrast

* FDG PETfi§ $£/CT scan (if not
previously done)

B AL - XRAH U FR

1

MEDIASTINAL EIOPSY FINDINGS
AND RESECTABILITY

. See Treatment
N2, N3 nodes negative —— —T 1-3.N0-1 B, P.17

See Treatment®, P. 17

N2 nodes positive

N3 nodes positive See Stage llIB B, P. 20

See Treatment for Metastasis
limited sites B, P. 22 or
distant disease &, P. 24

Metastatic disease —

Separate pulmonary nodule(s),
same lobe (T3, N0-1) or
ipsilateral non-primary lobe
(T4, NO-1)

See Treatment B, P. 18

Stage IV (NO, M1a):
Contralateral lung
(solitary nodule)

—— » See Treatment § P.18

. See Treatment for Metastasis
Extrathoracic ————»|limited sites B, P. 22 or
metastatic disease mse 2 P24

12
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MEDIASTINAL BIOPSY

FINDINGS

T1-3, NO-1
(including T3

with multiple [ Surgery

nodules in
same lobe)

T1-2, T3
(other than
invasive),
N2 nodes
positive!

T3
(invasion),
N2 nodes
positive

* Brain MRI
with contrast

* FDG PET
f#3:£/CT scan

if not
previously

done

= Brain MRI
with contrast

* FDG PET
£ /CT scan

if not
previously

done

Non Small Cell Lung Cancer

Resectable —™

Medically
inoperable

Negative for
M1 disease

-
"\

Positive —»

Negative for
M1 disease

Positive —»

B AL - XRAH U FR

1

INITIAL TREATMENT

Surgical resection
+ mediastinal lymph
node dissection or

systematic lymph
node sampling

See Treatment according

ADJUVANT TREATMENT

negative (RO) +RT

to clinical stage B, P. 11

Definitive concurrent

chemoradiation

or
Induction

chemotherapy = RT

chemoradiation

See Treatment for Metastasis
limited sites B, P. 22 or
distant disease . P. 24

No apparent

> R P.12

Sequential chemotherapy Surveillance

R P.23
R1 —» Chemoradiation —» Surveillance
< (sequential or concurrent ) B, P.23
Concurrent . Surveillance
R2 = hemoradiation "8 P.23

_ Surgery xchemotherapy

progression

Progression <

See Treatment for Metastasis
limited sites B, P. 22 or
distant disease B, P. 24

Definitive concurrent

© %= RT (if not given)
Local—— RT (if not given) £ chemotherapy

See Treatment for Metastasis
limited sites B, P. 22 or
distant disease B. P. 24

Systemic -

13
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Non Small Cell Lung Cancer

CLINICAL PRESENTATION

Separate pulmonary NO-1

nodule(s), same lobe _ )
(T3, N0-1), or Surgery Pg%rglns negative
ipsilateral non-prima (RO)

lobe (T4, NO-1)

Margins
positive

Stage IV (NO, M1a):

Contralateral lung Treat as two primary lung

(solitary nodule) tumors if both curable

—— See Evaluation & P.10

ADJUVANT TREATMENT
Surveillance
» Chemothera i R ——
By A P23
Sequential chemotherapy Surveillance
+RT R P.23
Ri (c:sr;er::rﬁi:ila;irogc-mcurrent ) > Survelllance
a £ P.23
Concurrent . Surveillance
R2 chemoradiation "B P.23

See Systemic Therapy for Metastatic Disease 8, P. 25

. Disease

Suspected multiple : Chetst CtT with outside
lung cancers (based on contras of chest

g ( - FDG PET/CT scan
the presence of biopsy- #3E (if not
:Jroven synhchtronou: previously done)
esions or history o . . . No disease
lung cancer)¥:* S;?]It':aMStR I with outside of ‘

chest

A Y LR T LR )

Pathologic

mediastinal
lymph node
evaluation”

NO-1

<

N2-3

_ See |nitial Treatment

"B P.19

See Systemic Therapy

» |for Metastatic Disease

R P.25

14



. N > : :
)3 FEFRMEZ A REFIR Lung Cancer Guidelines
[
Non Small Cell Lung Cancer
CLINICAL INITIAL TREATMENT
PRESENTATION
Low risk of Surveillance
becoming — Observation —— =~~~ "
symptomatic R P.23
Multiple T
lesions .
Parenchymal sparing
High risk of - resection (preferred)
becoming . Definitive or
Asymptomatic symptomatic local therapy > |Radiation
possible or
. ) Ablation
Solitary lesion |
Multiple lung (metachronous -
cancers disease) |
Definitive Consider palliative
local therapy| —— > |chemotherapy £ local
Symptomatic > not possible palliative therapy

See Systemic Therapy
for Metastatic Disease

R P.25

15
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Non Small Cell Lung Cancer

CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT
ASSESSMENT

+ PFTs (if not previously
done)

* FDG PET 5 33/CT scan
(if not previously done)

+ Brain MRI with contrast

« Pathologic confirmation

Stage IIIB of N3 disease by: . |Definilive concurrent

(T1-3, N3) > | * Mediastinoscopy N3 positive chemoradiation
! » Supraclavicular lymph

node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy Metastatic disease ——

N3 negative » See Initial treatment for stage I-IIA B, P. 17

See Treatment for Metastasis
limited sites B, P.22 or
distant disease B, P. 24

BILEEARTE  BARAEFR

16
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CLINICAL
ASSESSMENT

Stage IlIB
(T4, N2-3)

Stage IV, M1a:
pleural or
pericardial
effusion

Bir @ ARTR

Non Small Cell Lung Cancer

PRETREATMENT EVALUATION

Contralateral
mediastinal
node negative

» FDG PET 3£ /CT scan
(if not previously done)

* Brain MRI with contrast

= Pathologic confirmation
of N2-3 disease by either:
» Mediastinoscopy

Contralateral

Ipsilateral
mediastinal
node negative
(T4, N0-1)

Ipsilateral
mediastinal
node positive
(T4, N2)

INITIAL TREATMENT

— See Treatment for Stage IIA B, P. 15

Definitive concurrent
chemoradiation

» Supraclavicular lymph mediastinal
node biopsy F_I?fENI;?SItIVE

» Thoracoscopy
» Needle biopsy
» Mediastinotomy

Metastatic disease

Definitive concurrent
" |chemoradiation

See Treatment for Metastasis

limited sites 8, P. 22 or
distant disease 8, P. 24

See Treatment according to

L

Y

TNMstage B, P. 17

Local therapy if necessary (eg,
pleurodesis, ambulatory small catheter

Thoracentesis or Negative

pericardiocentesis

thoracoscopy if

thoracentesis indeterminate e
Positive

HRRA G FL

»|drainage, pericardial window) +
treatment for stage IV disease solitary
site or distant disease B, P.25

17
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Non Small Cell Lung Cancer

PRETREATMENT EVALUATION

CLINICAL
ASSESSMENT
» Pathologic
mediastinal lymph
:It,la E,e v, node evaluation”
Iimit.ed »|* Bronchoscopy
sites * Brain MRI with
contrast
*FDG PET 3£ /CT scan
(if not previously done)

AL %

INITIAL TREATMENT

Brain

Adrenal =

EL RS S CF LR 1)

Pathologic
diagnosis
by needle
or resection

Surgical resection,
followed by whole brain
RT (WBRT) or
stereotactic
radiosurgery (SRS)

or

SRS + WERT (for one
metastasis)

or

SRS alone

Local therapy for adrenal
lesion9d (if lung lesion
curable, basedon Tand N

—|stage) (category 2B)®®

or
See Systemic Therapy for

Metastatic Disease B, P. 25

T1-2,
NO-1;
T3, NO

T1-2, N2;
T3, N1-2;

Any T, N3;
T4, Any N

Surgical
resection of lung™ Chemotherapy
lesion

or

SABR of lung

lesion Surgical

or resection of

Chemotherapy —|lung lesion
or SABR of
lung lesion

See Systemic Therapy
for Metastatic Disease

R P.25

—

18
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Non Small Cell Lung Cancer

SURVEILLANCE

No evidence of clinical/radiographic disease,
stages I-IV:

35 = and chestCT *
ccirﬁﬁe\%rﬁ Eﬁtﬁo for 2y, thenid 4% &
B % 88t} 1 and a low-dose non- contrast.
-enhanced chest CT annually

» Patients treated with chemotherapy £
RT who have residual abnormalities may
require more frequent imaging

+ Smoking cessation advice, counseling, and
pharmacotherapy

+« FDG PET/CT i i or brain MRI is not
indicated

BILEEARTE  BARAEFR

Locoregional
recurrence

Distant

. See Therapy for Recurrence

- and Metastasis 8, P.24

. See Therapy for Recurrence

metastases

" and Metastasis 8, P. 24

19
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Non Small Cell Lung Cancer

Endobronchial
obstruction

Resectable recurrence ———
Locoregional Mediastinal Iymph< No prior RT->
recurrence node recurrence Prior RT——

Superior vena cava

(SVC) obstruction

Severe hemoptysis

Y

A J

Y

Localized symptoms

Diffuse brain metastases———
Distant Bone metastasis
metastases

Limited metastasis

Disseminated metastases ———»

Y

THERAPY FOR RECURRENCE AND METASTASIS

+ External-beam RT or brachytherapy
+ Photodynamic therapy

« Reresection (preferred) |

« External-beam RT or SABR
Concurrent chemoradiation —»
Systemic therapy -

+ Laser/stent/other surgery }.

« Concurrent chemoradiation

(if not previously given) —
« External-beam RT -
« SVC stent

« External-beam RT or brachytherapy

+ Laser or photodynamic therapy or
embolization

+ Surgery

No evidence
of
disseminated
disease

Evidence of
disseminated
disease

Palliative external-beam RT

Y

Palliative external-beam RT

+ Palliative external-beam RT + orthopedic
stabilization, if risk of fracture

+ Consider bisphosphonate therapy or denosumab

—-

See pathway for Stage IV. M1b, limited sites B, P. 22

See Systemic Therapy for Metastatic Disease B, P. 25

Observation
or

Systemic
therapy

See Systemic
Therapy for
Metastatic Disease

R P.25

See Systemic
Therapy for
Metastatic Disease

R P.25

20
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Non Small Cell Lung Cancer

SYSTEMIC THERAPY FOR HISTOLOGIC TESTING TESTING RESULTS
METASTATIC DISEASE SUBTYPE Sensitizing o TKI
* EGFR mutation testina EGFR mutation ® CT
+ Adenocarcinoma * ALK testing positive "
« Large Cell * EGFR and ALK testing
+* NSCLC not —| should be conducted as @ Crizotinib
otherwise part of broad molecular ALK positive ——
+ Establish histologic specified (NOS) profiling o oC/T
subtype with Both sen3|t|._1|ng
adequate tissue for EGFR mutation and 3
molecular testing ALK are negative ® CT
(consider rebiopsy or unknown
Metastatic__ | if appropriate)
Disease * Smoking cessation
counseling
* Integrate palliative
care

Squamous cell

) — | ® C'T
carcinoma



@:%? ? S PEIEE %3 Fe Chemotherapy Regimens
Non-Small Cell Lung Cancer

CHEMOTHERAPY REGIMENS FOR ADJUVANT THERAPY

(Non-Small Cell Carcinoma)
adjuvant
Chemotherapy regimen for adjuvant therapy (for pathological stage 11 — [11A])

Cisplatin 50 mg/m 2 1V on D1 - 8 + Vinorelbine 25 mg/m ? IV on D1, D8,D15,D22 every 28days x 4 courses !

Oral chemotherapy regimen for adjuvant therapy (for |Adenocarcinoma + pT2 with tumor size > 3cm)

UFUR 300 — 400 mg PO QD (3-4 capsules PO/day) for up to 2 years

* EBThRE R CCR<60 ~ EEM:fERgw B vl PAER Carboplatin (CCR+25)X AUC , AUC 4-6

B % 2 P.40-45 i W3 | R4
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CHEMOTHERAPY REGIMENS USED WITH RADIATION THERAPY
(Non-small cell carcinoma)

CCRT
Concurrent Chemo-radiotherapy (CCRT) for locally advanced disease (for stage I11A — 111B))

Cisplatin 80mg/m ® IV on D1 + Gemcitabine 1250mg/m * IV on D1,8 ; Thoracic radiotherapy started concurrently with
Cisplatin 80mg/m2 iv on D21 and D 42 +Etoposide 100mg/m2 iv on D21-23, 42-44 %!

Cisplatin 75mg/m ? 1V on D1 + Pemetrexed 500 mg/m* (f % % P. 40-45)IV on D1 Q3W x 3 cycles %

75 CCr <60 ml/min » B]=ZE LN B

Carboplatin AUC 5 1V on D1 + Pemetrexed 500 mg/m (& % 2 P. 40-45) 1V on D1 Q3W x 4 cycles ™

Kk LP. 40-45 2| e R R R EF R R FEGRE
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CHEMOTHERAPY REGIMENS USED Palliative THERAPY

(Non-small cell carcinoma)

Palliative
therapy for [recurrent or metastatic| disease (stage 1V)

[AC regimen] Cisplatin 60-75 mg/m 2 IV on D1 + pemetrexed 500 mg/m 2 IV on D1 Q3W [16]

[G-G-GC regimen] Gemcitabine 1000-1250 mg/m IV on D1, D8, D15 + Cisplatin 60-75mg/m % IV on D15 Q4w -2
[DC regimen] Cisplatin 60-75 mg/m 2 IV on D1 + Docetaxel 60-75 mg/m IV on D1 Q3w &

[NC-N regimen]  Cisplatin 60-75 mg/m * IV on D1 + Vinorelbine 60-80 mg/m* PO Q4W ™!

If EGFR sensitizing mutation(+)

Erlotinib 150 mg PO daily until disease progression *?
Afatinib 40 mg PO daily until disease progression &
Gefitinib 250 mg PO daily until disease progression %

If ALK gene rearrangement(+)

Crizotinib 250 mg (p % & 3 w5 ® @& %2 P. 36 2 P.51-52) PO BID until PD; dosing interruption and/or dose reduction

to 200 mg PO BID may be required, based on safety and tolerability; decrease to 250 mg PO QD if further reduction is
needed 2%
K ELP. 40-45 2] tmre R i RV R B SR dwre A R - W42 gRLHLP
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Bevacizumab(p %) 7.5 mg/kg Q3W # £ chemotherapy & * ** % — & /5% » iz *T* 3 non-squamous, no hemoptysis &.
14, 15]

therapy for recurrent or metastatic disease (stage 1V)

Docetaxel 60-75 mg/m 2 1V on D1 Q3W or 35 mg/m 2 IV on D1, D8, D15 Q4W (goal: 4-6 cycles)
Pemetrexed 500 mg/m 2 1V on D1 (non-squamous histology) Q3W (goal: 4-6 cycles) 22
Erlotinib 150 mg PO daily until disease progression %!

If ALK gene rearrangement(+),
Crizotinib 250 mg PO BID until PD(% - & i * Fp 5 » 24t pfe » 7Y FiEvF 4> L P.36 2 P.51-52)

Third line therapy for recurrent or metastatic disease (stage 1V)
Erlotinib 150 mg PO daily until disease progression %!

K AP, 40-4524 | tmie R R EF T wre A G- TE 2 EREGRE
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==
1. Elderly or poor performance status: omit cisplatin

2. If CCr<60 or life threatening adverse effects : cisplatin z< % carboplatin, dose: (CCr + 25) x AUC, AUC 4-6 %1223

3. Bevacizumab( g % ) 7.5 mg/kg Q3W HJEd chemotherapy & * ** % — & ja% > {2 *T%* 3% non-sgquamous, no
hemoptysis 242!

4. Pemetrexed/Cisplatin #* >+ % — 412 2 pemetrexed * >+ % = &5 K o #% & *2>+ non-squamous histology, (plus folate
and vitamin B12 supplements along with dexamethasone premedication for pemetrexed)

5. Rk #F S AR IRB &2 Tk % > RIRTRA PR DR ALER
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Chemotherapy Regimens

Non-Small Cell Lung Cancer

ol e WA R REF R W T

Adenocarcinoma Squamous Cell Ca Adjuvant C/T
Docetaxel (& P.47) \' \"
Gemcitabine(x P.47) \'} \'}
Paclitaxel( s P.47) V (+ cis) Vv
Vinorelbine(x P. 47) \'} \'} V (+cis x 4 courses)
U-Fur(x p.48) Vv \" V (T2,>3cm x 2yrs)
Alimta(s P. 49) Vv
Gefitinib (2 P.48) v
Erlotinib (& P. 49) Vv VF=%)
Afatinib (2 P.50-51) s
Crizotinib (& P.51-52) VvV

K(ARMIAZELY ) 7 ARRLEGRP PAT-52
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CHEMOTHERAPY REGIMENS FOR ADJUVANT THERAPY

(Small cell carcinoma)

CCRT

|Limited stage \(chemo-radiotherapy)

Cisplatin 60 mg/m? IV on D1 + Etoposide 100 mg/m® IV on D1-D3 Q3-4W (maximum 4 cycles)*2

5 CCr< 60 ml/min| > # % g & * 117 >

Carboplatin AUC 4-6 IV on D1 + Etoposide 100 mg/m® IV D1-D3 Q3W*!

Palliative

|Extensive stage |(stage IV disease)

Cisplatin 60-75 mg/m? IV on D1 + Etoposide 80-100 mg/m? IV on D1-D3 for 4-6 cycles !

5 CCr< 60 ml/min| > # % g & * 117 >

Carboplatin AUC 4-6 IV on D1 + Etoposide 80-100 mg/m? IV on D1-D3 for 4-6 cycles!”
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Second line

Topotecan 1.5 mg/m? IV on D1-D5 Q3w
Cisplatin 60mg/m? IV on D1 + Irinotecan 60 mg/m* (f % % P. 48)IV on D1, D8 Q3W -

Paclitaxel 150-175 mg/m?*( i % & 4 % @ % % P. 47) IV on D1 Q3w 4

Cyclophosphamide 800-1000 mg/m? IV on D1 + Doxorubicin 40-50 mg/m* IV on D1 + Vincristine 1-1.4 mg/m? IV on D1
Q3-4y [£:5.10

% 1. for second line
Second-line chemotherapy is given for 4-6 cycles or until PD as tolerated in some cases

first-line chemotherapy 2 & {¢ > 4z 6 # » 2+ 4 PD méiﬁ P k- Menitoffe £ATIAR 0 F1A 97

62-100%}7Y response rate

K BP, 40-45 i R i H R
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Reference for small cell lung cancer
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Non-Small Cell Lung Cancer

I-11 Operable: Adjuvant RT is not indicated except for + margin (PORT meta-analysis Level I)
I-11 Inoperable:

Definitive RT .

C/T, if patient can tolerate, maybe added as induction, adjuvant , or concurrent.

I11A Operable

Post-OP C/T, (+, -) RT indicated for close/+ margin, nodal ECE (SEER, Level 1V)

Alterantively, neoadjuvant CCRT followed by re-staging and surgery ( SWOG 8805, Level Il1). Pre-OP RT alone is not recommended for
resectable disease ( GradeA)

111 Inoperable

Combined C/T and RT(prefer)

33



l@:%??& AR A R %3 Fe Radiation Therapy

Radiation Technique
e Adjuvant

CTV: Involved LN region = ipsilateral hilum + subcarinal LN region to 50.4 Gy depending on the extent of node dissection, number, bulk,
and location of mediastinal disease and primary tumor. 10-16 Gy boost if extranodal extension with gross residual disease, at least 60Gy,
concurrent C/T should be considered ( Level 1)

e Definitive Radiation

At least 60GY with conventional fractionation, concurrent C/T should be considered

GTV is visible tumor on imaging including all nodes on CT >=1 cm, or PET/CT (+)

CTV is the region of microscopic disease spread. It expands the GTV by 10-15 mm

PTV: add 0.5-1.0 cm margin on CTV to account for set-up uncertainties and respiratory motion.

IMRT may be advantageous as it better limits dose to normal lung as compared to conventional delivery.
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Small Cell Lung Cancer
e Limited Stage

ECOG 0-2 CCRT (prefer)

Prophylactic Cranial Irradiation (PCI) is part of the standard treatment for SCLC with complete response after treatment ( Grande A)
PCl is also recommended for SCLC with partial response after treatment. (Grade B)

e [Extensive Stage

Chemotherapy is the mainstay treatment of extensive stage SCLC (Grade A)

Radiotherapy is usually reserved for palliation.

PCI should be considered in all SCLC patients who achieve response to C/T ( Grade A, EORTC, Level 1)
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References
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PRIMARY TUMOR (T)

Primary tumor cannot be assessed

TO

No evidence of primary tumor

Tis

Tis Carcinoma in situ

Tl

Tumor =3 cm in greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic evidence of invasion
more proximal than the lobar bronchus (i.e., not in the main bronchus)*

Tla

Tumor= 2 cm in greatest dimension

T1b

Tumor > 2 cm but =3 cm 1n greatest dimension

T2

Tumor > 3 cm but =7 cm or tumor with any of the following features (T2 tumors with these features are classified T2a 1if
= 5 cm) Involves main bronchus, =2 cm distal to the carina Invades visceral pleura (PL1 or PL2) Associated with
atelectasis or obstructive pneumonitis that extends to the hilar region but does not involve the entire lung

T2a

Tumor >3 cm but =5 cm in greatest dimension

T2b

Tumor > 5 cm but =7 cm 1n greatest dimension

T3

Tumor > 7 cm or one that directly invades any of the following: parietal pleural (PL3) chest wall (including superior sulcus
tumors), diaphragm, phrenic nerve, mediastinal pleura, parietal pericardium; or tumor in the main bronchus (< 2 cm distal to
the carina* but without involvement of the carina; or associated atelectasis or obstructive pneumonitis of the entire lung or
separate tumor nodule(s) in the same lobe

T4

Tumor of any size that invades any of the following: mediastinum, heart, great
vessels, trachea, recurrent laryngeal nerve, esophagus, vertebral body,
carina, separate tumor nodule(s) in a different ipsilateral lobe

* The uncommon superficial spreading tumor of any size with its invasi vecomponent limited to the bronchial wall, which may extend
proximally to the main bronchus, 1s also classified as T1a.
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REGIONAL LYMPH NODES (N)
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
NI Metastasis 1n 1psilateral peribronchial and/or 1psilateral hilar lymph nodes and intrapulmonary nodes, including involvement
by direct extension
N2 Metastasis 1n ipsilateral mediastinal and/or subcarinal lymph node(s)
N3 Metastasis 1n contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene, or supraclavicular lymph
node(s)
DISTANT METASTASIS (M)
MO No distant metastasis (no pathologic MO; use clinical M to complete stage group)
M1 Distant metastasis
Mla Separate tumor nodule(s) 1n a contralateral lobe; tumor with pleural nodules or malignant pleural (or pericardial) effusion**
M1lb Distant metastasis

**Most pleural (and pericardial) effusions with lung cancer are due to tumor. In a few patients, however, multiple cytopathologic
examinations of pleural (pericardial) fluid are negative for tumor, and the fluid 1s nonbloody and 1s not an exudate. Where these elements and
clinical judgement dictate that the effusion is not related to the tumor, the effusion should be excluded as a staging element and the patient
should be classified as MO.
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AJCC TNM Stage

"STAGE
GROUP T N M

Tla N3 MO

T2b N3 MO

T2a N3 MO

IIIB T2b N3 MO
T3 N3 MO

T4 N2 MO

T4 N3 MO

Any T Any N Mla

v Any T Any N MIl1b

Stage unknown

STAGE
GROUP T N M
Occult TX NO MO
0 Tis NO MO
Tla NO MO
IA TIlb NO MO
IB T2a NO MO
T2b NO MO
Tla N1 MO
A T1lb N1 MO
T2a N1 MO
T2b N1 MO
1B T3 NO MO
Tla N2 MO
T1lb N2 MO
T2a N2 MO
T2b N2 MO
A T3 N1 MO
T3 N2 MO
T4 NO MO
T4 N1 MO
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RS R
@ 9.3.Docetaxel (4cTaxotere) (87/7/1~92/11/1~93/8/1~95/8/1~96/1/1~99/6/1 ~100/1/~101/9/1)
2hol n v VR L R INELEP B A 12 2] e W o

@® 9.4.Gemcitabine (+4r Gemzar) : (92/12/1 ~93/8/1 ~ 94/10/1 ~ 96/5/1 ~ 99/10/1 ~ 105/2/1)

USRI R i R 2 2] Gt R -

@® 9.5 paclitaxel = 4 /x4 @ (88/8/1 ~88/11/1 ~89/6/1 ~89/10/1 ~91/4/1 ~91/8/1 ~94/1/1 ~ 98/8/1)

B % 5

2ol i W 0 (T A % - AF EEpEE e cisplatin & * - (94/1/1)

@® 9.9.Vinorelbine : (91/1/1 ~ 95/6/1 ~96/9/1 ~ 101/3/1)
B R A
(1) st¥p & @2 =+ jivr “,$1/L»J~ Wi R R A R R
(2) s s = @2 % = 5 2 (stage 11 & stage [11A) 2] i g it X flin it 2 s £ 0 & &
2 LR FERFARALERY > BE 4 RARL Lo
2. A= A2 U PRI B SR A B EH Y o

@® 9.11. Uracil-Tegafur (4~ Ufur) : (100/1/1)
21 cisplatin & * Jh kA5 2 R H R o
FormEa s T2 2 Pi%iScmiaﬂ;ju%y?& A TR IS B LR o @ Bl & e (100/1/1)
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@® 9.16. Topotecan (+4r Hycamtin): (88/10/1
Topotecan ;X %+ (88/10/1
e dee £ &)
Topotecan © PE# A (100/6/1)

K(\, # ‘r,.\ J‘ “: >

wRe M2 B B (B - SUSREE F B T A4

‘93/8/1 98/11/1 ~100/6/1)
~93/8/1~98/11/1) "V e W fpz & - MV 0%k (% - Riok

@® 9.24. Gefitinib (4r Iressa):(93/11/1 ~ 96/8/1

~96/11/1 ~100/6/1 ~101/5/1 ~ 101/10/1 ~ 103/5/1)
1. "ULH jhig *
(D& 5 EGFR-TK A FIR %2 hivZ 8 @ H4(7 % B ¥y 2 '%Nﬁﬁ)iaﬂﬁi-‘ﬁ%%&i%’i— BTy e
(100/6/1)

(2)7‘]&73‘116fﬁ?@:ﬁ:“%ﬂg{fﬂﬂ?,é}%’E\'70f§\:(g)|jl— g‘ﬁﬁﬁiﬁ‘éﬂﬂ??é’}%’l/_‘?.fﬁ%.rflg,uf“ﬁ\}ﬁﬁ7'
H»T\-‘f% > (96/11/1 ~100/6/1)
2. REFRF AR R Y

(D#* % - A B REmF T R L pRS wie g G4 2 EGFR -TK 2 F1R %+ R34 - (100/6/1)
(2)’# HEZRU L E I REET LG 8#:8;?;[&»7‘ R IL e e e AR 4 Hf% EERILY-AFmMmICEILE
'mﬁ(aﬁjk&iﬁﬁ—%u%%é%7”W’AEhw*rfrﬁwf PR (4eiggn Xk~
m%& Th BT ITL R SR SR GEP ¥ RIE (measurable) e L o deil G ¥ OLRIE
m)];; o v 2= (evaluable) g VIR E R o (96/11/1 ~100/6/1)
(3) #=x¢ FEDF A2 AN =R 2 F=B" gL

B i FUBOI N R0 T

FoL A FEE IR R EARM TR T
hl{ir’}é}iﬁ l‘g\’l‘ﬁﬁ R J‘_f—l}%“i’,?i_i;—/i‘lilpk’;%p&x’]o’}’ﬁﬁ
ENE T i A (T % Sk ) I‘g\(ﬁpsg KXJO&%nmLM'%}é]) (101/5/1) -

K.Fyaé.#_l}[li?ﬂflo

Ff
F ¥ &
e

4, *EF g

N

erlotinib(4r Tarceva) % afatinib(4c Giotrif)# #& * - (96/8/1 ~103/5/1)
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@ 9. 26. Pemetrexed (4- Alimta): (95/3/1 ~95/7/1~97/11/1 ~98/9/1 ~103/4/1)
I raw s (D cisplatin # » 3t 4wl Fims g o (D01 § 42 FRzisf e 70 iée(éw s
G- AU AR 0% PR BV A A I e PR b (MF AR e AR ) L 0 - F
e e (95/7/1~97/11/1~98/9/1) (3)22 2 4asgz i Bz d % » (v Lok At L EH 2] o ’95”3?"'-)%(%?‘?
F ik e e “«"'JﬁE b)) 2o % - iy & ¢ 3% 2t BCOG performance status = 0~1 2 ke (98/9/1)
2.REFRFAPAL A Y G 6 BRARS U Y S 4 BRAATE- X e FRFHFEN BT
=kt 2 (1037471 ~103/9/1)

@® 9.29.Erlotinib (4r Tarceva) : (96/6/1 ~ 96/8/1 ~97/6/1 ~ 101/5/1 ~102/4/1 ~103/5/1)
1. "RHp@*
(D))ig* > 55 EGFR-TK X%z hNEpEE &S (% MB & & % IVE )2 ## ’Jﬁ%ffa%a%— Ao R
(102/11/1)
(2) ® #= 4 B platinum 37 % — i FR 2 & W% & F14E T(stable disease > # Z partial response
£ complete response)z. ki $RaEHp 2 fE 45 140 ’iﬁuﬁ’pm w0 (102/4/1)
(3) ;t'a“% © &% i platinum 5 % — &R i ?zp/% PR TOR(Z O I ERES - RCE R L AEINE N
ﬁgiaﬁgﬁjhj me E R % - AT E o (97/6/1)
(4) _=v e i * iF platinum 3f % docetaxel g paclitaxel & ioRis » v AINE L L2 2L ) mie W R
Z_H M & o
FEEDFAPALRY > FEENFLEVAE FlIiph ek i BRSSP F 2 £ 5 WEWH L RERE
H%/E@?a‘ﬁn% ool W FAGE Y E R F A2 Al (97/6/1)
(1) * % #& % platinum #F % — A1 Ff 2 (& fliﬁ iR T2 aFRiz kL my B Eﬁg’?&'i:fﬁigé}éﬂﬁé*ﬁﬁ
FL 0 T EHR 4 BEP platinum 57 ¥ - R F R E {2 0 BB B L(stable disease » # 7 partial
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response & complete response)z ¥ i} $rEE Pl (4oig3R Xk ~ FrpETE A H 8 ¥ IF L TR R i)
(102/4/1)

@)@ &R F o REAT LG 22 e Rl pIE S wedg AR Y 0 T Y T4 S platinum #F % - S
ﬁm}é‘ PR TOR(F ) REE S - ‘fﬁll‘*%‘f/pﬁ%ap’ﬁﬂg R BRAFARE LRGP EED (4o in X

% ) QI&’?%’ ‘\1 s ¥ l ;a. ‘El‘l\? m,ﬁv lz\> ’ ﬂ‘b_g ’E.Flg VA /? _Q- (measurable> m}?—‘, ‘_‘ﬁ, l%i ‘&f’/}g }3 ¥

(evaluable) m}?ﬁ’*’T"%ﬁ’* o (97/6/1)

CIRRAE R S Y A N LG R E AR LR B Kﬁg' R - AR s,u ERTE: &
#Z 47 4o platinum (c1splat1r1 2 carboplatin) £ taxanes (paclitaxel & docetaxel) ip 2 %M » %2 P
A G RBE LB EDERD (e Xk TREETE A U T R R o MR xzfﬂ’i R
¥ (measurable) st 5 Bk > doil 3 7 LRI R o BT R (evaluable)m)ﬁ? R R o (97/6/1)

(HFxY FETFR2ZBANZB 5 E=2BP FEXY o E XY FRET L R MR TR
doib e F 1S o ﬁ%’i&ﬁo} MALLNT R ERGHRE - Tl AF e gtk s &

Fe N R HE 75306 Foomlife (AoigIn X & 2 "tk ) (101/5/1)

Flraa@&E 4350

#5287 gefitinib(dr [ressa) % afatinib(dr Giotrif)# # & * - (96/8/1 ~103/5/1)

|‘/§E] m}‘;‘;u ,El"’ AT

|5

3.
4.
@ 9.45. Afatinib (4r Giotrif): (103/5/1)
1 *H i * 50 25 EGFR-TK A F1R %2 /o 300 & €45 12.(F 5 1B 5 &
}/%‘ o
.**iw%E#mw@¥’%ﬁiw%ﬁﬁm’ﬂﬁ&m%ﬁﬁ#k$ﬁ oz &% 0 FEARA kR TRA
AR o LR R P WA GETF AR L.
(Dt % ref B 7 W:jwé'pf FL e me e 4R 4 0 2 EGFR-TK & F1 % #4amldp & -
(D44@&$w$ﬁ %ﬁu—@géw’ﬁi%g%#i@%’#iﬁﬁﬁj%w1$%@w%ﬁ&?
Fodrb e F o FRBPNM N LS TRUEE IR TR E - B =G0 AR5 e RN Ligdh o

B IV )2 W Ul s 2§ - MU
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FIEATFERE T LT il

3.%’1"7“—»—\:1719"‘%"4]@ M3 2 s BR
1nh1b1tor TKI ) -

T F B 2__%11 4 % % ERLEY

. A& 2 gefitinib (41[« [ressa) % erlotinib(4r Tarceva)# & & * o

Al (qu"?»] KRR RETR )
| 7 1R AR B IR s 2 H s fRREL R FRFE%TA] (tyrosine kinase

o
b —%ﬂ;
Py

3-'\

® 9.50.Crizotinib (4 Xalkori): (104/9/1)

Lag#sve - 483 platinum4f % - S0 F55% % pe2 ALK 22 83 2] e ol & (RE % = &) (&
I R S LD

2.1 & it 2 f[;‘a %, PO A 2 2] e R A 0 F %48 2K & (brain stabilized)4-18 @& * o PR
sk aas: T& ﬂ PadE # 2 Tk ok (Asymptomatic brain metastases):t § *adE 5 2 Tk K
(Symptomatic brain metastases)Givfy ts "aE A AP M A AR LL S E =20 2 54X (FRABHER
) e

3. B 3251*3321%’“15 s & * .

(1) LR R 2] e g2 IR

RS FHEERL Y - MM F IR FARE L

‘5

G ETER (43R Xk~ T U ﬁé?ff?‘»?"ﬁm dij) o BB GER ¥ Rl 2 (measurable) s
WS 4ol T ORI i 0 BT Rk (evaluable) i R o
Q)EFxd gEnFhz RN =B? 222 B ”*11:?‘??"ﬂfﬂ'?%‘B**’*“Tf*iéf%?éﬁﬁfﬁgﬁ'ﬁl%?i
e B S 0 FHBINX A T HRETE ERGR L - B TR A e RN KR F IR
AR EHE LR Eanahi il (AoigFn X ket T T ) o
)= =

( }’-‘11114\%1—0
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