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AJCC 2 /\lk TNM stage

T  Primary Tumor

TX | Primary tumor cannot be assessed, or tumor proven by the presence of malignant cells in sputum or bronchial washings but not
visualized by imaging or bronchoscopy

TO | No evidence of primary tumor

Tis | Carcinoma in situ
Squamous cell carcinoma in situ (SCIS)
Adenocarcinoma in situ (AIS): adenocarcinoma with pure lepidic pattern, <3 cm in greatest dimension

T1 | umor <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)
*T1mi Minimally invasive adenocarcinoma: adenocarcinoma (<3 cm in greatest dimension) with a predominantly lepidic pattern and

<5 mm invasion in greatest dimension
*T1a Tumor <1 cm in greatest dimension. A superficial, spreading tumor of any size whose invasive component is limited to the
bronchial wall and may extend proximal to the main bronchus also is classified as T1a, but these tumors are uncommon.

*T1b Tumor >1 cm but <2 cm in greatest dimension
*T1c Tumor >2 ¢cm but <3 cm in greatest dimension

T2 | Tumor >3 cm but <5 cm or having any of the following features: (1) Involves the main bronchus, regardless of distance to the
carina, but without involvement of the carina; (2) Invades visceral pleura (PL1 or PL2); (3) Associated with atelectasis or obstructive
pneumonitis that extends to the hilar region, involving part or all of the lung
*T2a Tumor >3 cm but <4 cm in greatest dimension
*T2b Tumor >4 cm but <5 cm in greatest dimension

T3 | Tumor >5 ¢cm but <7 cm in greatest dimension or directly invading any of the following: parietal pleura (PL3), chest wall (including
superior sulcus tumors), phrenic nerve, parietal pericardium; or separate tumor nodule(s) in the same lobe as the primary

T4 | Tumor >7 cm or tumor of any size invading one or more of the following: diaphragm, mediastinum, heart, great vessels, trachea,

recurrent laryngeal nerve, esophagus, vertebral body, carina; separate tumor nodule(s) in an ipsilateral lobe different from that of the
primary
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N Regional Lymph Nodes T N M T N M
NX | Regional lymph nodes cannot be assessed Occult TX NO | MO Stage 111B Tla N3 MO
NO No regional lymph node metastasis Carcinoma Tib N3 MO
N1 | Metastasis in ipsilateral peribronchial and/or Stage 0 Tis NO | MO Tlc N3 MO
ipsilateral Stage IA1 | T1mi NO | MO T2a N3 MO
hilar lymph nodes and intrapulmonary nodes, T1a NO | MO T2b N3 MO
including Stage IA2 | T1b NO | MO T3 N2 MO
involvement by direct extension Stage IA3 | Tic NO | MO T4 N2 MO
N2 Metastasis in contralateral mediastinal, Stage IB T2a NO | MO Stage I11C T3 N3 MO
contralateral hilar, Stage 1A | T2b NO | MO T4 N3 MO
ipsilateral or contralateral scalene, or Stage 1B | Tla N1 | MO Stage IVA | AnyT Any N M1la
supraclavicular lymph T1b N1 | MO Any T Any N M1b
node(s) T2a N1 | MO StageIVB | AnyT Any N Milc
N3 Metastasis in contralateral mediastinal, T2b N1 | MO
contralateral hilar, T3 NO | MO
ipsilateral or contralateral scalene, or Stage IIA | Tla N2 | MO
supraclavicular lymph T1b N2 | MO
node(s) T2a | N2 | MO
M Distant Metastasis %b Hi mg
MO | No distant metastasis T4 NO Mo
M1 | Distant metastasis T2 N1 | MO

Mla | Separate tumor nodule(s) in a contralateral
lobe; tumor

with pleural or pericardial nodules or
malignant pleural or pericardial effusiona

M1b | Single extrathoracic metastasis in a single
organ (including involvement of a single
nonregional node)

M1lc | Multiple extrathoracic metastases in a single
organ or in multiple organs
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— N ﬁ ﬁ
FINDINGS FOLLOW-UP
<6 mm —— Follow-up
Low risk¢— 6-8mm ——» CTat6-12mo —» Stable —» CONsider CT
at 18-24 mo
Incidental >8 mm —— Consider CT at 3 mo, PET/CT, or biopsy.
finding: solid
nodule(s)
on chest CT CT at 6-12 mo —— Stable — Follow-up
<6 mm :
(optional)
High risk 6-8 mm — CT at6-12 mo——» Stable —» RepeatCT at
18-24 mo

>8 mm —— Consider CT at 3 mo, PET/CT, or biopsy.

R RN LSS F S B/ R R L E B 2 R % (SDID
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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FINDINGS FOLLOW-UP
Solitary pure <6 mm —— Follow-up
ground-glass CT at 6-12 mo to confirm no growth or
nodules 26 mm > change in solid component, then CT
every2yuntil5y
Incidental
finding: Solitary <omm —— Follow-up
subsolid part-solid « CT at 3-6 mo to confirm no growth or
nodule(s) nodules o6 i change in solid component, then annual
on chest CT = CT for 5y.
e If solid componenet >6 mm, consider
PET/CT, or biopsy.
* CT at 3-6 mo
- < —
Mg't'llf?:f 6 mm e If stable, consider CT at 2 and 4y.
subsoli
nodules
«CTat3-6 mo
>6 mm —

» Subsequent management based on most
suspicious nodule(s)

R RN LR TR SRR L/ PR S % S £ B 3 (SDI)

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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WORK-UP CLINICAL STAGE

v

Stage 0 (Tis), Stage 1A (T1mi)

v

Stage IA, peripheral (T1labc,NO)

* Pathology review Stage 1B, peripheral Ib (T2a,N0); l
status+weight loss) Stage Il (T1labc-T2ab, N1;T2b, NO);

* CT chest and upper abdomen with Stage 11B (T3,N0) ; StagelllA (T3, N1)

v

contrast, including adrenals Stage 1B (T3 invasion, NO) ;
 CBC, platelets Stage I11A (T4 extension, NO-1; T3, N1;T4, NO-1)
* Chemistry profile Stage 1A (T1-2, N2);Stage 111B(T3, N2) >

* Smoking cessation advice,
counseling,and pharmacotherapy

* Integrate palliative care

Separate pulmonary nodule(s)
(Stage 1B, A, 1V)

v

* For tools to aid in the optimal Multiple Lung Cancers >
assessment and mamagement of
older adults, see the NCCN Stage I11B (T1-2, N3) ;Stage I1IC (T3, N3) ——
Guidelines for Older Adult
Oncology Stage I11B (T4, N2) ; Stage I11C (T4, N3) —

" Stage IVA (M1a) (pleural or pericardial effusion) —»

- Stage IVA (M1b) >

Stage IVB (M1c) disseminated metastasis —————>

PR R E SRS R SR /R e R 5 B AL R 5 (SDND
Note: All recommendations are category 2A unless otherwise indicated.

See Pretreatment
Evaluation (Page 7)

See Pretreatment
Evaluation (Page8)

See Pretreatment
Evaluation (Page 8)
See Pretreatment
Evaluation (Pagel3)

See Pretreatment
Evaluation (Pagel3)

See Pretreatment
Evaluation (Pagel6 )

See Pretreatment
Evaluation (Pagel7)

See Pretreatment
Evaluation (Page 14)
See Pretreatment
Evaluation (Pagel8)
See Pretreatment
Evaluation (Pagel9)

See Pretreatment
Evaluation (Page 24)

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL
ASSESSMENT PRETREATMENT EVALUATION INITIAL TREATMENT
Stage 0 (Tis) ———» o CT scan (if not Previously done) » Operation

Stage IA(T1mi)

Surgical exploration and

Negative Operable —> rocection+mediastinal See Initial
* PFTs (if not previously mediastinal / lymph —> Treatment
done) nodes node dissection or (Page7)
«Consider Bronchoscopy systematic
(intraoperative preferred) lymph node
Stage IA * Consider pathologic
(peripheral Mediastinal lymph node
Tlabc, NO) Evaluation _ Cefinitive RT including SABR
* FDG PET/CT scan (if not Medically __ Definitive K1 including
Previously done) inoperable Others : cryotherapy ~ RFA ~ MWA
* Observe
Positive See Stage I11A /111B(Pagell) or
mediastinal — StagellIB/Il1I1C (Pagel5)
nodes

R RN LSS F SR /R e L E S B B R % (SDID
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL
ASSESSMENT PRETREATMENT EVALUATION INITIAL TREATMENT
_ Overable —> Surgical exploration and
Negative / P resection+mediastinal lymph
mediastinal node dissection or systematic
nodes lymph node sampling
¢ PFTs o
Stage IB .
J (if not previously done) Medically inoperable See Initial Treatment
(peripheral T2a, NO) P y :
Stage | ° Bronchoscopy and Adj uvant Treatment
(central Tlabc-T2a, NO) e Pathologic mediastinal NO (Page 7)
Stage Il > lymph node evaluation \ Consider adjuvant
Stage 11B (T3, NO) (if not Previously done) Definitive  —>  |Durvalumab
Stage I11A (T3, N1) e Brain MRI with contrast / RT including for high risk stage
(Stage 1, 111A) N1 SABR IB-11B
(Stage IB [optional]) l l
Definitive .
chemoradiation Surveillance(Page19 )
|ﬁ Durvalumab (category 1 Surveillance
stage I11; category 2A. —> (Pagel9 )
Positive stage I1)
mediastinal
nodes — > See Stage IHIA/111B (Pagell) or

LR RN LR R R /R R AL E G 26 B 131 5 (SDID)
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Stage I11B/111C (Pagel5)
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FIDINGS AT SURGERY

ADJUVANT TREATMENT

Margins negative (R0) ——> Observe

Reresection (preferred)

(S'Itigf)cl:',ANO) Margins positive (R1, R2) ———> | Or RT (category 2B)
Observe
. . or Chemotherapy for high-risk patients following by
Stage 1B Margins negative (R0) > | osimertinib (EGFRexon 19 deletion or exon 21 L858R)
(T2a, NO); or pembrolizumab(1B->optional)
Stage 1A or atezolizumab or pembrolizumab(l1A)
(T2b, NO) _ - : S
Margins positive (R1, R2) ——> | Reresection(preferred)+chemotherapy
or RT £ chemotherapy(for stage 11A)
Chemotherapy(category 1) or
Margins negative (R0) ——> | Atezolizumab* (Stage IIA ~ 1IB ~ 111) or osimertinib# —
Stage I1B (sensitive EGFR mutation)
(Tlabc-2a; N1) Rl —> Reresection+qhe_motherapy_
Stage 11B or Chemoradiation (sequential or concurrent) ~————>
(T3, NO; T2b, N1) Margins positive
Reresection+chemotherapy ‘ S

R2 —>

Margins negative (R0) —>

Stage 1A
(T1-2,N2;T3,N1)

Stage HIB(T3N2)

7

Margins positive

R2 — Concurrent chemoradiation

or Concurrent cheMargins negative (R0)

Chemotherapy(category 1) or Atezolizumab or pembrolizumab
or osimertinib (sensitive EGFR mutation)

R1 —> Chemoradiation (sequential or concurrent)

or Sequential chemotherapy+RT (N2 only)

1 R LR T F SN AL/ LR SR % 5 B £ B 3 (SDID
Note: All recommendations are category 2A unless otherwise indicated. 7
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

> Surveillance
(Page19)
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CLINICAL ASSESSMENT | PRETREATMENT EVALUATION

CLINICAL EVALUATION

Stage 11B

(T3 invasion, NO)
Stage 1A

(T4, extension, NO-
1; T3, N1;T4,N0-1)

* 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/CT SCAN(if not previously done)

Superior sulcus tumor

RhiRAFLFARGET) Treatment (Page9)

Chest wall Treatment (Pagel0)

Proximal airway

or mediastinum Treatment (Pagel0)

Stage I11A(T4, NO-1) —> Treatment (Pagel0)

Unresectable disease — s Treatment (Pagel0)

Positive mediastinal See Stage IHIA/11IB
nodes > (Pagell)

See Treatment for
Metastatic disease metastasis limited sites

(Pagel7) or distant

disease (Page20-21)

1R EHRR SR G S AL/ R SRR S B I 436 (SDI)

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
Superior Consider:
Preoperative or atezolizumab,
SUICL_JS tur_nor concSrrent Surgery + or pembrolizumab N
(T3 invasion, ——> o chemotherapy or Osimertinib#
NO-1) chemoradiation
Surgery +
chemotherapy
Resectable Surveillance
Surgical (pagel9)
Possibly Preoperative reevaluation Consider:
resectable - combined s inculuding chest or atezolizumab,
chemoradiation CT with or without or pembrolizumab 5
Superior Contrast +PET/CT or Osimertinib#
Sulcus tumor U bl Complete definitive
(T4 extension, nresectables RT.+chemotherapy =
NO-1)
Definitive combined Durvalumab
Unresectable = chemoradiation —> (category 1) —>

#: osimertinib (EERIGHE 3 F L E
#F: pembrolizumab (keytruda)i#& & 11-111B(ACJJ8th)ak IB H. Tumor>4cm,PDL1>1%, 1] 2% J& H 2 {# H from the phase 3 KEYNOTE-091 trial .
1R R R SRR T R E RN /R s % S % 2 B34 3 (SDID
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL
PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
_ ) Consider:
Margins negative(R0) —> Chemotherapy — o atez0lizumab,or pembrolizumab —s
/ or osimrertinibr#
Surgery Reresection+chemotherapy
\ Rl —> | or o - S
. - Chemoradiation
Margins positive
Chest wall, \
proximal airway or R :
. or eresection+chemotherapy
mediastinum s R2—1 N _
(T3 invasion, NO-1; Concurrent chemoradiation Surveillance
Resectable T4, (pagel19)
extension, NO-1)
Surgical Margins

Concurrent reevaluation negative(RO) > Observe

Chemoradiation including
Stage I11A (T4, NO-1) > | or —>  hestCT+ —> Surgery

Chemotherapy PET/CT Margins _

positive(R1, R2) —> Reresection 5
and/or RT
boost

Stage 1A (T4, NO-1) Definitive concurrent Durvalumab
Unresectable ———> chemoradiation (category 1) > (category 1)

Atezolizumab EH A 1B LA L, TFHE.
#E: pembrolizumab (keytruda)i# &

#: osimertinib :EERAE 3 ELL L
1I-111B(ACJISth)BK 1B H. Tumor>4cm,PDL1>1%, ] % & [ 2 & F from the phase 3 KEYNOTE-091 trial .

]G mEFRE L ES T T g 7TJ./ }%,Lg{ —»‘{klj-ﬂﬁ)?n%if-f_ % gﬁﬁi]ﬁ]f};} % (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 10
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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By

CLINICAL ASSESSMENT

PRETREATMENT EVALUATION

MEDIASTINAL BIOPSY FINDINGS AND
RESECTABILITY

Stage 111A (T1-2, N2)
Stage 111B (T3, N2)

Separate pulmonary
nodules
(Stage IIB,IIA, 1V)

—

FE

* PFTs (if not previously done)

* Bronchoscopy

* Pothologic mediastinal lymph
node evaluation

* Brain CT/MRI

* PET scan

* PFTs (if not previously done)

* Bronchoscopy

* Pothologic mediastinal lymph
node evaluation

= Brain CT/MRI

* Bone scan

* PET scan

<

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

S

N2, N3 nodes negative ———> S€e Treatment
T1-3.NO-1 (Pagel2)

N2 nodes positive, MO ———>See Treatment (Pagel2)

N3 nodes positive, MO ——— See Stage I1IB (Pagelb)

Metastatic disease —————> Treatment for Metastasis
limited sites (Pagel7)
or distant disease(Page20-21)
Separate pulmonary
nodule(s), same lobe (T3, NO-1)
or ipsilateral non-primary
lobe (T4, NO-1)

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

—> See Treatment (Pagel5)

See Treatment (Pagelb)

See Treatment for Metastasis
—> | (Pagel9)

or distant disease (Page20-21)

Extrathoracic
metastatic disease

FUEHRE L EE E T BN AL/ b SR st AL 8 ﬁggi@]r;d % (SDM)
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MEDIASTINAL BIOPSY FINDINGS | INITIAL TREATMENT ADJUVANT TREATMENT
T1-3, NO-1 Resectable —> Surgi;:_al :_ese;:’:ion Hod
including T3 * mediastinal lymph noce SN i
\(/vith mul'?ipl e dissection or systematic lymph See Adjuvant Treatment (Page7)
nodules in _ node sampling
same lobe) Medically ___ see Treatment according
inoperable to clinical stage (Page6)
T1-2 T3 Operation See Adjuvant Treatment (Page7)
(other than _ Definitive combined Durvalumab Surveillance
Invasi(\j/e), \ chemoradiation (category 1) \ (category 1) (pagel9)
N2 nodes : 0 apparent s Surgery + RT (if not given
Postive, MO Induction progression ey (if not given)
chemotherapy = RT
Local = RT (if feasible) £ chemotherapy
Progression N _ See Treatment for Metastasis

T3 Systemic —> | |imited sites or distant

: : disease(page20-21
(invasion), \ Definitive combined e )
N2 nodes ot — Durvalumab > Surveillance
postive,MO chemoradiation (category 1)

(pagel9)

Al R RNIRE SRR T R H R A/ R s L S % A B 3 (SDID
Note: All recommendations are category 2A unless otherwise indicated. 12
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL PRESENTATION ADJUVANT TRETMENT
consider atezolizumab,or
NO-1—> Chemotherapy —>  nembrolizumab or Osimertinib —
Separate pulmonary
nodule(s), same lobe Margins negative Chemotherapy (category 1)
(T3, NO-1), or —> Suygery (RO) or ~ | surveillance
ipsilateral non-primary Sequential chemotherapy+ RT (Pagel9) ’
iohe (1 NO-1) Chemoradiation
(#* micro primary lung cancer) 5
d Marglns R1 (sequential or concurrent) —
IOOSl'UVe Ro Concurrent
> chemoradiation

Stage IVA (NO, M1a) :
Contralateral lung ;I'reat as wo primary lung _ oo £ajuation (Page4)
(solitary nodule) umors if both curable

Disease _ o
Suspected multiple « Chest CT with outside See Systemic Therapy for Metastatic Disease (Page 22)
lung cancers (based on contrast of chest N
the presence of biopsy- « PET/CT scan (if NO-1 See Initial Treatment
proven SynChrOHOUS not previous|y . (Page:|-4)
lesions or history of done) No disease Pathologic
lung cancer) e Brain MRI outside of mediastinal :

lymph node See Systemic Therapy
chest evaluation N2-3 —> for Metastatic Disease
(Page22)

ARl Rl o A e e AR S sl IO
Note: All recommendatlons are category 2A unless otherwise indicated. 13
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL PRESENTATION

INITIAL TREATMENT

Low risk ———— Observation >
Multiple o Parenchymal
lesions Definitive sparing
High risk s local therapy = resection (preferred) _
Asymptomati possible or R/Tor IGTA Surveillance
(Pagel9)
Multiple lung Solitary lesion
Cancers (NO-1) (metachronous Definitive Palliative
disease) - local therapy — schemotherapy % local
not possible palliative therapy
Or Observe
Therapy for
Symptomatic N Recurrence and Metastasis
(Page 20) or

See Systemic Therapy for
Metastatic Disease(Page 22)

RELC R FHRR S g PP AR S & B (DD

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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R R 5

CLINICAL

ASSESSMENT

PRETREATMENT EVALUATION

INITIAL TREATMENT

Stage 111B
(T1-2, N3)
Stage I11C
(T3, N3)

* PFTs (if not previously
done)
« PET/CT scan' (if not
previously done)
* Brain MRI
* Pathologic confirmation of
N3 disease by either:
» Mediastinoscopy
» Supraclavicular lymph
node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

N3 negative —> See Initial treatment for stage I-111A (Pagel2)

Definitive concurrent
N3 positive —> chemoradiation
(category 1)

Surveillance
(Pagel9)

Durvalumab
(category 1) >

See Treatment for Metastasis
limited sites (Pagel7) or
distant disease (Page26)

Metastatic disease —

LR EERA £ D R g /0 R AR R S B £ TR (SDID
Note: All recommendatlons are category 2A unless otherwise indicated. 15
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL
ASSESSMENT PRETREATMENT EVALUATION INITIAL TREATMENT
Ipsilateral,
- Contralateral mediastinal
* PET/CT scan (if not .. .
Frevioushy dor(le) mediastinal node negative > See Treatment Stage I11A (Pagel0)
« Brain MRI node negative (T4,NO-1)
« Pathologic confirmation of Ipsilateral, Definitive
N2-3 disease by either: mediastinal concurrent Durvalumab
Stage I11B » Mediastinoscopy node positive chemoradiation ~— (category 1)
(Tig?\IZ) » Supraclavicular lymph Contralateral (T4,N2) (category 1) \L
Stag,e nme — node biopsy mediastinal Definitive concurrent Operation(optional)
T4 N3 > Thoracoscopy node positive. —> chemoradiation :
(T4N3) » Needle biopsy (T4,N3) (category 1) Durvalumab > Surveillance
» Mediastinotomy (category 1) (Pagel9)
» EUS biopsy
» EBUS biopsy M o See Treatment for Metastasis
etastatic disease e .
limited sites or
_ distant disease{Page20-21}
* FDG PET/CT scan (if not
previously done)
 Brain MRI with contrast Negative See Treatment according to
*Biomarker test TNM stage
Stage IVA Thoracentesis or
Mla: pleural pericardiocentesis + _ _
or pericardial —> thoraccoscopy if Local therapy if necessary (ex pleurodesis,
effusion Thoracentesis indeterminate o ar_nbulatory small catheter drainage_, pericarg:lial
Positive window) + treatment for stage 1V disease solitary
Site or distant disease (Page 24)

RELC R FHRR S g PP AR S B P B (SDD

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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/iIS_éEISCS:'I?/ILENT PRETREATMENT EVALUATION INITIAL TREATMENT
« Stereotactic radiosurgery
(SRS)alone
_ _ Limited Brain-> * Surgical resection, if See Treatmemt of
» Biomarker testing metastases / symptomatic or warranted=> Thoracic Disease
I not previously dong confirmed for diagnosis, followed by~ (Pagels)
) Bra;n 'Y[IRI with SRS or whole brain RT
contras (WBRT)
* FDG PET/CT scan PS 0-2 - Observation
Stage IVA, « Pathologic
M1b —> | confirmation of /
metastatic lesion, if
possible Other site See Treatmemt of Thoracic Disease
(Page20)
Multiple See Systemic Therapy for

% . .
metastases Metastatic Disease (Page22)

PS 3-4 See Systemic Therapy for
Metastatic Disease (Page 22)

stagelV 51357 TKI ~ (LR ~ RIS AIBHT] > o] BN/ NRE S 2 BRI a
W F BRI R R RN AL/ bR s AL 8 ;léﬁilﬁ]%ﬁ m (SDM)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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TREATMENT OF THORACIC DISEASE

Consider systemic
therapy (Page 21) T1-3, NO—>
and restaging

to confirm non-

Definitive therapy progression
for thoracic > or
disease feasible Proceed to
definitive therapy T1-3, N1—>

T1-3, N2
T4, NO-2

Definitive therapy for
thoracic disease
not feasible

* Pathologic
mediastinal nodal
evaluation and

* Surgical resection
or SABR

* Pathologic
mediastinal nodal
evaluation and

e Surgical resection
or Definitive RT or
Chemoradiation

Definitive
chemoradiation

Definitive local Consider systemic
therapy for therapy, if not
> mMmetastatic site, —> already given
if not already
given

See Systemic Therapy for
Metastatic Disease (Page 22)

RELC R FHRR S g PP AR S & P B (SDD

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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SURVEILLANCE AFTER COMPLETIOF DEFINITIVE

No evidence of clinical/radiographic disease
o Stage I-11 (primary treatment included surgery
+ chemotherapy) H&P and chest CT * contrast every
3-6 mo for 2-3y, then H&P and a LDCT
o Stage I-11 (primary treatment included RT) or
stage 111 or stage IV (oligometastatic with all sites
treated with definitive intent) .
H&P and chest CT + contrast every 3-6 mo R . El;::i:lCT
for 3y, then H&P and chest CT + contrast —— Recurrence” —— MRI with
every 6 mo for 2y, then H&P and a LDCT S
 Residual or new radiographic
abnormalities may require more frequent
imaging
» Smoking cessation advice, counseling, and Distant
pharmacotherapy metastases
* PET/CT (Page21)

Locoregional
recurrence
(Page20)

Rl Rl o A e e AR S S sl IO
Note: All recommendatlons are category 2A unless otherwise indicated. 19
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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THERAPY FOR RECURRENCE AND METASIS

Endobronchial
obstruction

Resectable recurrence —

Any combination of the following:
* Laser/stent/other surgery
» External-beam RT or brachytherapy

« Reresection (preferred)
 External-beam RT or SABR ———>

Locoregional o
recurrence or Mediastinal lymph _ No prior RT Concurrent chemoradiationm _
symptomatic node recurrence K Prior RT Systemic therapy

local disease

Superior vena cava
(SVC) obstruction ——m>

Severe hemoptysis — >

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

(Page 24)
e Concurrent chemoradiation
(if not previously given) + SVC stent
* External-beam RT + SVC stent
* SVC stent

Any combination of the following:
 External-beam RT or brachytherapy
* Laser or embolization

* Surgery

20

* Chest
CT with
contrast

* Brain
MRI
with
contrast

PET/CT

Observation

No evidence or

of

Systemic

disseminated ™ therapy

disease

Evidence of
disseminated

disease

l

See Systemic
Therapy for
Metastatic Disease
(Page 22)

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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THERAPY FOR RECURRENCE AND METASIS

Localized symptoms Palliative external-beam RT
See Systemic
Diffuse brain metastases ———> Palliative external-beam RT SN I,E;itp;izor
Distant Bone metastasis o If ri_sk_of fracture, orthopedic stabilization + Disease
palliative external-beam RT (Page 22)

metast%ses e Consider bisphosphonate therapy or denosumab

Limited metastasis > See pathway for Stage 1V, M1b, (Page 15)

Disseminated metastases —> See Systemic Therapy for Metastatic Disease (Page 22)

R R 2 FE e (SDD 51
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL PRESENTATION | HISTOLOGIC TESTING SUBTYPE TESTING RESULTS
« Molecular testing, ex:
e Adenocarcinoma *EGFR mutation ,ALK,ROS1,
i _ _ « Large cell *BRAF, METex14 _
y Esé";‘b"Sh r.‘t'f]to'og'c « NSCLC not > *RET,KRAS NTRK1/2/3, Testing Resuls
Zléle ijaete\thlissue for othe_r\{wse “ERBB2 . (Page24)
. . specified (NOS) * PD-L1 testing
molecular testing
Advanced -NGS test ~ IHCtest ~
or FISH test ~ Tumor
metastatic marker ~ HBV/HCV
Disease titer
Or plasma testing
if appropriate)
* Smoking cessation  Consider molecular testing ex:
counseling (especially non-smoker):
* Integrate palliative *EGFR mutation ,ALK,ROS1,
care *BRAF, METex14
Squamous cell * RET,KRAS NTRK1/2/3,
carcinoma —> *ERBB2 Testing Results
« PD-L1 testing (Page 24)
R R R 6 (SDID -
Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Note: AII recommendatlons are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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TESTING RESULTS

EGFR exon 19 deletion or L858R mutation positive Page 25
EGFR S768l, L861Q, and/or G719X mutation positive Page 28
EGFR exon 20 insertion mutation positive Page 29
KRAS G12C mutation positive Page 30
ALK rearrangement positive Page31
ROSL1 rearrangement positive Page34
BRAF V600E mutation positive Page 36
NTRKZ1/2/3 gene fusion positive Page 37
METex14 skipping mutation positive Page 38
RET rearrangement positive Page 39
ERBB2 (HER2) mutation positive Page 40
PD-L1 >50% and negative for actionable molecular biomarkers above Page 41
PD-L1 >1%-49% and negative for actionable molecular biomarkers above Page 42
PD-L1 <1% and negative for actionable molecular biomarkers above Page 43

LR EHRE S F R (SDID 5 4
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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EGFR EXON 19 DELETION OR

L.858R MUTATIONS FIRST-LINE THERAPY

Preferred Proaression See Subsequent
Osimertinib® (category 1) > 109 > Therapy (Page26 )

Other recommended
Erlotinib (category 1)
or Afatinib (category 1)
or Gefitinib (category 1)

EGFR mutation
discovered prior to
first-line systemic

therapy or Dacomitinib (category 1 i >See Subsequent
or Erlotinib + R(amugiruym;b Progression Therapy (Page27)
EGFR exon or Erlotinib + Bevacizumab
19 deletion
or L858R
mutations
Complete planned systemic
therapy, including maintenance
_ therapy, or interrupt, followed . See Subsequent
EGFR mutation by Osimertinib (preferred) | Progression —> Therapy (qpagezs)
discovered during ——>
first-line systemic or Erlotinib or Afatinib
therapy or Gefitinib or Dacomitinib > Progression —> o€ Subsequent
or Erlotinib + Ramucirumab Therapy (Page27)

or Erlotinib + Bevacizumab
Stage: 1V 57 TKI J&E 1% o] ERE S MEL S em T T B 3 e (B 5 ] BUR) 6 9

aClinical Trials: INSIGHT.
bidifiEit P RE P 7 W(1)L 5 EGFRExon19Del A FI1X %2 & *#&# (non-CNS) 2 ## - (FIVH) ”*”f]l-‘)%:lﬁs R2ZF- sk QLo @
* 3§ EGFR #-#= ¥4 Gefitinib ~ Erlotinib & Afatinib ;5% 4 x> 2 84 EGFRT790M A FIX B2 AN E L H A @B 12 24 it W 2 ¥ - MR
TR g2 F D
Note: All recommendations are category 2A unless otherwise indicated. 25
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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EGFR EXON 19 DELETION OR L858R MUTATIONS SUBSEQUENT THERAPY

Asymptomatic >
Progression on
Osimertinib® _
Brain >
Limited _s
Symptomatic metastases
Systemic
Multiple
lesions

* Consider definitive local therapy
( SABR or surgery) for limited lesions
« Continue Osimertinib®

* Consider definitive local therapy
(eg, SRS) for limited lesions
« Continue Osimertinib®

* Consider definitive local therapy

( SABR or surgery)

 Continue Osimertinib®

or

* See subsequent therapy for multiple
lesions, noted below

systemic therapy
Adenocarcinoma or
Squamous cell carcinoma

Stage:IV $#52 TKI G 1% AT BRI M ST aw T T /BBl e R (BB ] BUs) 615

PR UE i ¥ (1) § EGFRExon 19 Del £ FIR 2 8% # (non-CNS) 2 @B 1L (FIVH) "B p b2 §F - Rick - Qx5 @
i EGFR &= # 4 gefitinib -~ erlotinib & afatinib ;5% 4 pc > 2 £ 3 EGFRT790M A F12 #2 hINBEF LA @SB 122 24| me Wog2 § - sk ?

# o
R IR E & F e (SDID
Note: All recommendations are category 2A unless otherwise indicated.

26

Progression, see

> thera}py for_
multiple lesions, noted
below

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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EXON 19 DELETION OR L858R
MUTATION)

SUBSEQUENT THERAPY

* Consider definitive local therapy

Asymptomatic —> | ( SABR or surgery) for limited lesions — > Progression, see Page 26
« Osimertinib® (if T790M+) (category 1)
or _
* Continue Erlotinib £ (Ramucirumab or Bevacizumab) — > Prog_ressmn_, see therapy for
Progression on or Afatinib or Gefitinib or Dacomitinib multiple lesions, noted below
Erlotinib + * Consider definitive local therapy (eg, SRS) for
(Ramucirumab | 12000, limited lesions ——>Progression, see Page26
or — 'Y « Osimertinib® (if T790M+) (category 1)
. testing
Bevacizumab), or
Afatinib, Brain — | * Continue Erlotinib + (Ramucirumab or Progression, see therapy for
Gefitinib, Bevacizumab) or Afatinib or Gefitinib or multiple lesions, noted below
itini Narnmitinih
or Dacomitinib « Consider definitive local therapy (eg, SABR
Limited oCr Slirgeryl?: lotinib & (R , b Progression, see therapy for
e Lontinue Kriotini amuclirumap or H H
i multiple lesions, noted below
Symptomatic metastas Bevacizumab) or Afatinib or Gefitinib or P
Dacomitinib(if T790M-)
or
Systemic stherapy for multiple lesions below
: c b
T790M + (_35|mert|n|t_3 (category 1) —> Progression, see Page26
(if not previously given)
Multiple systemic therapy
lesions T790M - ———> Adenocarcinoma—

biifiEid 1 LH i * M (1)2 7 EGFRExon19Del A FR #* &*a#®# (non-CNS) 2 ##H 4 (FIVH ) YR I R 2 $-FnRk o (QQhHe @ *iE
EGFR i« %4 Gefitinib ~ Erlotinib ¢ Afatinib jp% 4 x> ? &5 EGFRT790M A FIR ¥ AN EPHAEH B L 2 me W2 § - Rick* ¥ -
PR R 8 F i (SDD .
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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EGFR S768l, L861Q, and/or G719X MUTATIONS FIRST-LINE THERAPY

_ Preferred
EGFR mutation Afatinib > Progression——s Page 27
discovered or
prior to first-line 5 Osimertinib > Progression——
systemic therapy Page 26
Other Recommended
Erlotinib
EGFR S768l, / or Gefitinib —> Progression——  Page 27
L861Q, and/ or Dacomitinib
or G719X
mutations Complete planned
systemic
EGFR mutation the_rapy, including
discovered during maintenance therapy, or _ Do 27
first-line systemic interrupt, followed by _____ Progression——  Page
therapy afatinib (preferred) .
or . Progression——— Page 26
osimertinib (preferred)
or ion— S
erlotinib or gefitinib Progression Page 27
or dacomitinib
SR R 8 3 (DD Stage:1V $#% TKI 5@%%?@5@%&@% s AL T R D AR (BB ) ) A%
Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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EGFR MUTATION POSITIVE
(EXON 20 INSERTION ) SUBSEQUENT THERAPY

EGFR exon
20 insertion
mutation
positive

Initial systemic
therapy options
Adenocarcinoma
(page9s)

or

Squamous Cell
Carcinoma

(page96)

Tumor
—> response
evaluation

SRS {2 P 2R s ) Afatinib -

o

AR F 2 F 3 (SDD

Response

disease

Progression

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

> Amivantamab-vmjw

\’
Progression
\’
If not received previously, Subsequent
* Amivantamab-vmjw or _ systemic
* Mobocertinib or —> Progression —>| 1porany

Subsequent systemic therapy

!

Progression

pd

_ Amivantamab-vmjw
Progression —>

4-6 Tumor
or stable — cycles = response
(total)  evaluation

Response .

or stable —> Maintenance Progression
. therapy >

disease

29
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KRAS G12C MUTATION POSITIVE FIRST-LINE THERAPY SUBSEQUENT THERAPY

Subsequent
PS 0—2 —s | Systemic therapy

Progression-> Sotorasib __ Progression<

See Initial Adaarasib )
systemic therapy ° T PS3-4 — ?:f; supportive
KRAS G12C options Tumor
mutation ~ Adenocarcinoma > response _
positive (page9s) evaluation Progression = Sotorasib
Adagrasib
or Response  3-6 Tumor A
Squamous cell or stable > cycles > response
carcinoma disease (total) evaluation
(age9t) Response Maint
or stable — th:lllpzpe;anceé Progression
disease

Stage:1V #57 TKI & 1% n] Slige ML ETam i T /m Bl e R (G B ] BUR) /615

LR EHRE S F R (SDID 30
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ALK REARRANGEMENT POSITIVE

FIRST-LINE THERAPY

ALK rearrangement
discovered prior to
first-line systemic

therapy

ALK

rearrangement

positive
ALK
rearrangement

first-line systemic
therapy

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

discovered during |[——>

Preferred
Alectinib (category 1)
or Brigatinib (category 1)
or Lorlatinib (category 1)

Other Recommended
Ceritinib (category 1)

Useful in Certain
Circumstances

Complete planned
systemic therapy,
including maintenance
therapy, or interrupt,
followed by Alectinib
(preferred) or Brigatinib
(preferred) or Lorlatinib
(preferred) or Ceritinib
or

—> Progression —>

Crizotinib (category 1) ——> Progression ———>

—> Progression —>

Crizotinib

31

See Subsequent
Therapy

See Subsequent
Therapy

See Subsequent
Therapy

See Subsequent
Therapy

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ALK REARRANGEMENT POSITIVE SUBSEQUENT THERAPY

* Consider definitive local therapy

Asymptomatic ( SABR or surgery) for limited lesions

* Continue Crizotinib or Alectinib or
Brigatinib or Ceritinibor or lorlatinib

Progression _ » Consider definitive local therapy
on Crizotinib Brain ( SRS) for limited lesions
* Alectinib or Brigatinib or Ceritinib
or lorlatinib

* Consider definitive local therapy
Limited N ( SABR or surgery)

metastases * Continue Crizotinib

Therapy for multiple lesions, below

Symptomatic

Systemic « Alectinib or Brigatinib or Ceritinib
or lorlatinib

or

Mlﬂtip'e * See Initial systemic therapy options
lesions —> | Adenocarcinoma(page 95)

or Squamous cell carcinoma(page
96)

YRR D A Crizotinib s ¢ 12 ALK B e sbo) nve W b K

A 8 o
PR R 8 F A (SDID
Note: All recommendations are category 2A unless otherwise indicated.

32

Progression,
Lorlatinib

(if not previously
given)

or

See Initial systemic
therapy options
Adenocarcinoma
or

Squamous cell
carcinoma

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ALK REARRANGEMENT POSITIVE SUBSEQUENT THERAPY

« Consider definitive local therapy (eg, SABR or
surgery) for limited lesions

i * Continue Alectinib or Brigatinib or Ceritinib or

Asymptomatic > | Lorlatinib

* Lorlatinib (ALK G1202R)

* Consider definitive local therapy (SRS)

Progres_si(_)n on for limited lesions See therapy for
Alectinib Brai « Continue Alectinib or Brigatinib or Ceritinib —> multiple lesions below
or Brigatinib rain or Lorlatinib
or Ceritinib e Lorlatinib (ALK G1202R)
or Lorlatinib

* Consider definitive local therapy (SABR or surgery)
* Continue Alectinib or Brigatinib or Ceritinib

Symptomatic Limited or Lorlatinib
metastase | .| oriatinib(ALK G1202R)
or
* Therapy for multiple lesions, below
Systemic
Multiple Lorlatinib (if not previously given)
lesions o

See Initial systemic therapy options
for Adenocarcinoma or Squamous cell
carcinoma

PR R 8 F i (SDD 5
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ROS1 REARRANGEMENT POSITIVE FIRST-LINE THERAPY

SUBSEQUENT THERAPY

ROS1 rearrangement
discovered prior to
first-line systemic
therapy

ROS1
rearrangement
positive

ROS1 rearrangement
discovered prior to
first-line systemic
therapy

ity iR REY
¥ i3 %

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

—>

Preferred
Entrectinib
or Crizotinib
Other Recommended
Ceritinib

Complete planned
systemic therapy,
including maintenance
therapy, or interrupt,
followed by Crizotinib
(preferred) or Entrectinib
(preferred) or Ceritinib

34

—> Progression Page35

— Progression Page35

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




M Chung Shan Medical University Hospital W %Y R :}E, 5l Clinical Guideline 2023 version17.0

ROS1 REARRANGEMENT POSITIVE SUBSEQUENT THERAPY

* Consider definitive local therapy (eg,
SABR or surgery) for limited lesions

* Continue entrectinib, crizotinib, or
ceritinib

or

Lorlatinib >

v

Asymptomatic

. * Consider definitive local therapy (eg, Progression,
Progression, SRS) for limited lesions Systemic therapy
on .. . | « Entrectinib (if previously treated with Adenocarcinoma
entrectinib, Brain " | crizotinib or ceritinib) or
crizotinib, —* Squamous Cell
ceritinib « Consider definitive local therapy (eg, Carcinoma
SABR or surgery) Symptomatic
Limited — | «Continue entrectinib, crizotinib, or
metastases ceritinib
or
* Therapy for multiple lesions, below

Symptomatic

Systemic

eLorlatinib
Multiple or

lesions 7| e Systemic therapy options
Adenocarcinoma or
Squamous Cell Carcinoma

R IR E & F e (SDID .
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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BRAF V600OE MUTATION POSITIVE

FIRST-LINE THERAPY

SUBSEQUENT THERAPY

Preferred

Dabrafenib#+ Trametinib#

BRAF V600E
mutation
discovered

prior to first-line
systemic therapy

BRAF V600E
mutation
positive

BRAF V600E
mutation
discovered

prior to first-line
systemic therapy

PR R TR T TRy
ENER Y 30
R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

systemic therapy options
Adenocarcinoma

or

Squamous cell carcinoma

Complete planned
systemic therapy, including
maintenance therapy,

or interrupt, followed by
Dabrafenib* + Trametinib*

36

—> Progression —>

—> Progression —> |geq |nitial systemic therapy
Useful in Certain Circumstances
Vemurafenib
or dabrafenib or

Options Adenocarcinoma or
Squamous cell carcinoma

Dabrafenib

- Progression — + —» Progression

trametinib i

Systemic Therapy,
Subsequent

See Initial systemic therapy
—> Progression—> options

Adenocarcinoma

or

Squamous Cell Carcinoma

Stage:IV 352 TKI G & o] SLHge s MRt aTam TR al e (BB ] BUR) 615

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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FIRST-LINE THERAPY

NTRK GENE FUSION POSITIVE

SUBSEQUENT THERAPY

Preferred
Larotrectinib”
or Entrectinib®

NTRK 1/2/3gene

fusion discovered

— > Progression —

Useful in Certain Circumstances

See Initial systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

prior to first-line

systemic therapy Adenocarcinoma or

NTRK 1/2/3 Squamous cell carcinoma

gene fusion
positive

Complete planned

systemic therapy, including
— | maintenance therapy,

or interrupt, followed by
Larotrectinib” or Entrectinib®

NTRK1/2/3 gene
fusion discovered
during first-line
systemic therapy

Stage:IV £#57 TKI a1z ] BRSNS am 1 T R B0 e s (B B ) BUR) /e
FRfRF HEREFASR

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

37

See Initial systemic therapy options

_ Larotrectinib®
> Progression = | gr

Entrectinib®

Systemic Therapy, l
Subsequent

<—— Progression

See systemic therapy

— > Progression - | Adenocarcinoma
or

Squamous Cell Carcinoma

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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METex14 SKIPPING MUTATION

FIRST-LINE THERAPY

SUBSEQUENT THERAPY

METex14 skipping
mutation discovered
prior to first-line
systemic therapy

METex14

skipping
mutation

METex14 skipping
mutation discovered
during first-line
systemic therapy

Hht BRRALHd

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.

Preferred
Capmatinib?
or Tepotinib

> Progression —>

Useful in Certain

Circumstances

Crizotinib
or
See Initial systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

Complete planned
systemic therapy, including
maintenance therapy,

or interrupt, followed by
Capmatinib* or Crizotinib
or Tepotinib®

38

—> Progression —

—> Progression =

—> Progression -

See Initial systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

Preferred
Capmatinib®
or Tepotinib®

—

Progression

Useful in Certain l
Circumstances

Crizotinib Systemic Therapy,
Subsequent
See systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

Stage:IV 352 TKI G & o] SRy MRt aTam TR al e (BB ] BUR) /615

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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RET REARRANGEMENT POSITIVE

FIRST-LINE THERAPY

SUBSEQUENT THERAPY

RET rearrangement
discovered prior to
first-line systemic
therapy

RET
rearrangement
positive

RET rearrangement
discovered during
first-line systemic
therapy

HR} Bt ®ALH
N S8 20

R RN 2 F i (SDID

Note: All recommendations are category 2A unless otherwise indicated.

Preferred
Selpercatinibs

or Pralsetinibs

Useful in Certain Circumstances

Progression >

Cabozantinib”

Other Recommended

See Initial systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

Complete planned
systemic therapy, including
maintenance therapy,

or interrupt, followed by
Selpercatinibs (preferred),
Pralsetinibs (preferred),
Cabozantinib?,

39

- Progression >

- Progression>

See Initial systemic therapy
options

Adenocarcinoma or
Squamous cell carcinoma

Preferred

Selpercatinibs

or Pralsetinibs Systemic Therapy,

Subsequent

Useful in Certain T

Circumstances

—> Progression —>

Cabozantinip® —> Progression

See Initial systemic therapy
options

Adenocarcinoma

or

Squamous cell carcinoma

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ERBB2 (HER2) MUTATION POSITIVE

FIRST-LINE THERAPY

SUBSEQUENT THERAPY

Preferred
Fam-trastuzumab
deruxtecan-nxki
or
. Other
- P ———
See Initial Progression Recommended
ERBB2 systemic therapy Ado-trastuzumab
: Tumor emtansine
(HER2) options
mutation — > Adenocarcinoma —» eSponse
e evaluation
positive or
Squamous cell
carcinoma Response  4-6 Tumor
or stable > cycles ™ response
disease (total)  evaluation

Stage:IV 352 TKI G & o] SLHgE MRt e Tam i T /m El e (BB ] BUR) /6%

R R E 2 R (SDID

Note: All recommendations are category 2A unless otherwise indicated.
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Progression :

Progression

Consider use Afatinib

!

Subsequent
systemic therapy

pg 3.4 _» Destsupportive
care

PS0-2 —

Preferred
Fam-trastuzumab
deruxtecan

or

Other Recommended
Ado-trastuzumab
emtansine

—>|

Response
or stable
disease

, Maintenance | Progression
therapy

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PD-L1 expression positive (=50%)
and negative for actionable molecular

Adenocarcinoma,
large cell, NSCLC
NOS

PS 0-2
Squamous cell
carcinoma —>
PS34 ——> Best supportive

care

g

IR G 2 F o (SDID

Note: All recommendations are category 2A unless otherwise indicated.
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FIRST-LINE THERAPY

Preferred

Pembrolizumab (category 1)
or (Carboplatin or Cisplatin) +

Pemetrexed + Pembrolizumab (category 1)
or Atezolizumab* (category 1)
or Cemiplimab-rwlic (category 1)

Other Recommended

Carboplatin + Paclitaxel + Bevacizumab
* Atezolizumab™* (category 1)

or Carboplatin + albumin-bound Paclitaxel
* Atezolizumab*

or (Carboplatin or Cisplatin) + Pemetrexed
£l/O(Nivolumab+Ipilimumab)

Useful in Certain Circumstances
Nivolumab* + Ipilimumab* (category 1)

Preferred

Pembrolizumab (category 1)

or Carboplatin + (Paclitaxel or

albumin-bound Paclitaxel) +

Pembrolizumab (category 1)

or Atezolizumab™* (category 1)

or Cemiplimab-rwic (category 1)
Other Recommended

Carboplatin+ Paclitaxel £1/O(Nivolumab
+Ipilimumab)
Useful in Certain Circumstances

Nivolumab* + Ipilimumab* (category 1)

Continuation maintenance

Response
or stable =
disease

* Pembrolizumab (category 1)

e Pembrolizumab + Pemetrexed
(category 1)

* Atezolizumab and Bevacizumab
(category 1)

*Atezolizumab

eNivolumab + Ipilimumab

. Cemiplim?b-rwlc (category 1)

v

Progression —=>

Response
or stable —
disease

/

See Systemic Therapy

or Subsequent Therapy

Continuation maintenance
* Pembrolizaumab (category 1)
* Atezolizumab
e Nivolumab + ipilimumab
e Cemiplimab-rwic (category 1)

l

Progression —

s *Atezolizuma

41

See Systemic Therapy
or Subsequent Therapy

b ~ Nivolumab - Ipilimumab RERELSFT

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PD-L1 EXPRESSION POSITIVE(>1%--
49%)ACTIONABLE MOLECULAR
MARKERS

FIRST-LINE THERAPY

Adenocarcinoma,
large cell, NSCLC >
NOS

PS 0-2

Squamous cell
carcinoma

Best supportive
care

YR ERE 2 F % (SDID

PS34 —*

Note: All recommendations are category 2A unless otherwise indicated.

Preferred

* (Carboplatin or cisplatin) + Pemetrexed +
pembrolizumab (category 1)
Other Recommended

 Carboplatin + Paclitaxel + Bevacizumab
+ Atezolizumab™* (category 1)
 Carboplatin + albumin-bound Paclitaxel
+ Atezolizumab*
e (Carboplatin or Cisplatin )+ Pemetrexed
+1/O(Nivolumab*+ Ipilimumab¥)
Useful in Certain Circumstances

* Nivolumab* + Ipilimumab* (category 1)
* Pembrolizumab (category 2B)

Preferred

e Carboplatin + (Paclitaxel or albumin-
bound Paclitaxel) + Pembrolizumab
(category 1)

Other Recommended
e Nivolumab* + Ipilimumab* + Paclitaxel
+ Carboplatin

Useful in Certain Circumstances
* Nivolumab* + Ipilimumab™* (category 1)
* Pembrolizumab (category 2B)

Continuation maintenance

Response . Pembrol!zumab (category 1)

* Pembrolizumab + pemetrexed
or stable —>
di (category 1)

I1Sease ¢ Atezolizumab and bevacizumab
(category 1)
¢ Atezolizumab
* Nivolumab + ipilimumab
v |

See Systemic Therapy
or Subsequent Therapy

Progression —s

Response Continuation maintenance
or stable —>| e« Pembrolizumab
disease * Nivolumab + Ipilimumab

|

Progression See Systemic Therapy

or Subsequent Therapy

42

FE*Atezolizumab ~ Nivolumab ~ Ipilimumab FHERG

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PD-L1 <1% AND NEGATIVE FOR ACTIONABLE
MOLECULAR MARKERS INITIAL SYSTEMIC THERAPY

SUBSEQUENT THERAPY

_ Systemic therapy-
PS 0-2 —> Subsequent systemic therapy —> progression

Progression T
Progression

SystemicTherapy _
« Adenocarcinoma, PS 3-4 — Best supportive care
Large Cell
; Tumor
P02 alasagé_ ;S)NOS g response Systemic therapy-
» Squamous Cell evaluation Progression —> Subsequent
Carcinoma T
(page 96) Response 46 Tumor
or stable — cycles —> response Progression,
disease (total)  evaluation T
Best supportive care R
PS 3-4 —| See NCCN Guidelines ESIOO;ISG _
for Palliative Care girsgge e millrg;e;ance

R R 2 FE e (SDD 43
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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=~ Y F kB

Neoadjuvant chemotherapy regimens

ERA
B A Platinum (81) :
Platihum + Gemcitabine Cisplatin (dose adjusted by Ccr)
Platinum + Paclitaxel Carboplatin (dose calculated by Ccr and AUC)
Platinum + Docetaxel
Platinum + Vinorelbine
Platinum + Etoposide
Platinum + Pemetrexed
+ it % : Platinum(B) + another C/T agent(A)
o] i« & : single agent(A)

B AT A5 I B AT B TIRE A %8 - FRakach o

LR EHRE S F R (SDID 44
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Adjuvant chemotherapy

PRV R
B A Platinum (44) :
Platinum + Gemcitabine Cisplatin (dose adjusted by Ccr)
Platinum + Paclitaxel Carboplatin (dose calculated by Ccr and AUC)
Platinum + Docetaxel
Platinum + Vinorelbine
Platinum + Etoposide

Platinum + Pemetrexed
Adenocarcinoma (T2 H % =>3cm) 7] 2% E ¥ H Ufur

+ i % : Platinum(B) + another C/T agent(A)
/] i F : single agent(A)

TR T A R BT B TR R, SR RERC S E

LR EHRE S F R (SDID L5
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Platinum-base doublet

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable) Day
1 or 15 and Gemcitabine 1000 mg/m? Day 1, 8, 15 IV
« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable) Day
1 or 15 and Paclitaxel 60-80 mg/m? Day 1, 8, 15 or Paclitaxel 160-225mg/m2 D1 IV
« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) IV
Day 1 or 15 and Etoposide 100mg/m? IV Day 1-3 or Day 1, 8, 15(Three weekly cycle)

Platinum-base doublet

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable) Day
1 or 8 and Gemcitabine 1000-1250 mg/m? Day 1, 8 IV

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) Day
1 or 8,(15) and Vinorelbine 20-30mg/m? Day 1, 8, (15) IV

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) Day
1 or 8,(15) and Vinorelbine 60-80mg/m? Day 1, 8, (15) PO

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable) Day
1 or 8 and Docetaxel 25-35mg/m? Day 1,8 or Docetaxel 60mg/m? Day 1 IV

« Cisplatin 50-75mg/m? (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) Day
1 and Pemetrexed (non-squamous)500mg/m? Day 1 1V every 21days

 Ufur 300mg~600mg PO only for Adenocarcinoma (T2 ® *&% =3cm) -

c WE RN ES G P Rk L EHEE S fe b AR b4 BSANWBC 2 R n R A EE
BERFEFAE -

R IR E & F e (SDID 6
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Systemic therapy regmins for neoadjuvant and adjuvant therapy
Neoadjuvant systemic therapy for patients not candidates for immune checkpoint Inhibitors ; Adjuvant systemic therapy
Preferred (non-squamous)
* Cisplatin 75 mg/m2 day 1, pemetrexed 500 mg/m2 day 1 every 21 days for 4 cycles
Preferred (squamous)
* Cisplatin 75 mg/m2 day 1, gemcitabine 1250 mg/m2 days 1 and 8, every 21 days for 4 cycles
* Cisplatin 75 mg/m2 day 1, docetaxel 75 mg/m2 day 1 every 21 days for 4 cycles
Other Recommended
* Cisplatin 50 mg/m2 days 1 and 8; vinorelbine 25 mg/m2 days 1, 8, 15, and 22, every 28 days for 4 cycles
* Cisplatin 100 mg/m2 day 1, vinorelbine 30 mg/m2 days 1, 8, 15, and 22, every 28 days for 4 cycles
* Cisplatin 75-80 mg/m2 day 1, vinorelbine 25-30 mg/m2 days 1 and 8, every 21 days for 4 cycles
* Cisplatin 100 mg/m2 day 1, etoposide 100 mg/m2 days 1-3, every 28 days for 4 cycles
Useful in Certain Circumstances
» Chemotherapy Regimens for Patients with Comorbidities or Patients Not Able to Tolerate Cisplatin
« Carboplatin AUC 6 day 1, paclitaxel 200 mg/m2 day 1, every 21 days for 4 cycles
* Carboplatin AUC 5 day 1, gemcitabine 1000 mg/m?2 days 1 and 8, every 21 days for 4 cycles
* Carboplatin AUC 5 day 1, pemetrexed 500 mg/m2 day 1 for non-squamous every 21 days for 4 cycles
All chemotherapy regimens listed above can be used for sequential chemotherapy/RT.
Neoadjuvant Systemic Therapy for Patients Candidates for Immune Checkpoint Inhibitors
* Nivolumab 360 mg and platinum-doublet chemotherapy every 3 weeks for 3 cycles
Platinum-doublet chemotherapy options include:
¢ Carboplatin AUC 5 or AUC 6 day 1, paclitaxel 175 mg/m2or 200 mg/m2day 1 (any histology)
¢ Cisplatin 75 mg/m2day 1, pemetrexed 500 mg/m2day 1 (non-squamous)
¢ Cisplatin 75 mg/m2day 1, gemcitabine 1000 mg/m=1 and 8 and 15 or 1250 mg/m=days 1 and 8 (squamous histology)
*Cisplatin 75 mg/m2day 1, paclitaxel 175 mg/m2or 200 mg/m2day 1 (any histology)

LR R E S F R (SDID L7
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Systemic Therapy Following Previous Neoadjuvant or Adjuvant Systemic Therapy
* Test for PD-L1,EGFR mutations, ALK rearrangements (optional) (stages IB—I1IA, 111B [T3,N2]). Principles of Molecular and Biomarker Analysis.
* Osimertinib 80 mg daily: stage IB—I11A or stage 111B (T3, N2) positive for exon 19 deletion, exon 21 L858R who received previous adjuvant
chemotherapy or are ineligible to receive platinum-based chemotherapy.
* Atezolizumab 840 mg every 2 weeks, 1200 mg every 3 weeks, or 1680 mg every 4 weeks for up to 1 year : stage [IB-IIIA, stage I11B (T3, N2), or high-
risk stage 1A NSCLC with PD-L1 >1% and negative for EGFR exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who received
previous adjuvant chemotherapy and with no contraindications to immune checkpoint inhibitors.*
» Pembrolizumab 200 mg every 3 weeks or 400 mg every 6 weeks for up to 1 year :stage [IB-IIIA, stage 1B (T3, N2), or high-risk stage IIANSCLC and
negative for EGFR exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who received previous adjuvant chemotherapy and with no
contraindications to immune checkpoint inhibitors.*,14 The benefit for patients with PD-L1

Concurrent Chemoradiation Regimens

Preferred (nonsquamous)

» Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m2 on day 1 every 21 days for 4 cycles; concurrent thoracic RT
* Cisplatin 75 mg/m2 on day 1, pemetrexed 500 mg/m2 on day 1 every 21 days for 3 cycles; concurrent thoracic RT
+ additional 4 cycles of pemetrexed 500 mg/m2

» Paclitaxel 45-50 mg/m2 weekly; carboplatin AUC 2, concurrent thoracic RT4,*, 1,1 + additional 2 cycles every 21 days of paclitaxel 200 mg/m2 and
carboplatin AUC 6

* Cisplatin 50 mg/m2 on days 1, 8, 29, and 36; etoposide 50 mg/m2 days 1-5 and 29-33; concurrent thoracic RT
Preferred (squamous)

» Paclitaxel 45-50 mg/m2 weekly; carboplatin AUC 2, concurrent thoracic RT £ additional 2 cycles every 21 days of paclitaxel 200 mg/m2 and
carboplatin AUC 6

» Cisplatin 50 mg/m2 on days 1, 8, 29, and 36; etoposide 50 mg/m2 days 1-5 and 29-33; concurrent thoracic RT
Consolidation Immunotherapy for Patients with Unresectable Stage 11/111 NSCLC, PS 0-1, and No Disease Progression After Definitive Concurrent
Chemoradiation

* Durvalumab 10 mg/kg IV every 2 weeks or 1500 mg every 4 weeks for up to 12 months (patients with a body weight of >30 kg)(category 1 for stage
I11; category 2A for stage II)

LR EHRE S F R (SDID 18
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Neoadjuvant chemotherapy
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Br i BrHE % LR 2 Reik
- 2 (adi
Cisplatin 60 - 80 mg/m* (adjusted by N/S 2~12hrs Day 1 or 15
Ccer) 4weekly cycle
Gemcitabine 1000 mg/m? N/S 30mins Day 1, 8, 15
BH o4 Erai ikl AT ¥4z Rk Y
AUC: 3 -6 (if Ccr
Carboplatin <60ml/min or cisplatin not | D5W or N/S 1hr Day 1 or 15
suitable) 4weekly cycle
Gemcitabine 1000 mg/m? N/S 30mins Day 1, 8, 15
By i Erag LRI FILPE 42 Rik T
- 2 (adi
Cisplatin 60-75mg/m” (adjusted by N/S 2~12hrs Day 1 or 8
Cer) 3weekly cycle
Gemcitabine 1000-1250 mg/m? N/S 30mins Day 1, 8
LR RHIRE 2 F R (SDD) 40

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Neoadjuvant chemotherapy

Fp of EHHE iR LR 42 B ik SE
] 2 (adi
Cisplatin 60-75mg/m" (adjusted by N/S 2~12hrs Day 1 0r 8
Ccr) 3 weekly cycle
Gemcitabine 1000-1250 mg/m? N/S 30mins Day 1, 8
¥t Frai R ¥ LB §p 42 Rk W
AUC:3-6
Carboplatin (if Ccr <60ml/min or D5W or N/S 1hr Day 1 or 15
Cisplatin not suitable) 4 weekly cycle
Paclitaxel 60 - 80 mg/m? D5W or N/S 1-2hrs Day 1, 8, 15
B i F¥HHE iR FLPER 5 D RERCE |
] 2 (adi
Cisplatin 60 - 80 mg/m" (adjusted by N/S 2~12hrs Day 1 or 15
Cer) 4 weekly cycle
Paclitaxel 60-80 mg/m? D5W or N/S 1-2hrs Day 1, 8, 15

R R G & F F i (SDID
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Neoadjuvant chemotherapy

By o BrHE % LR 2 Rk ¥
Cisplatin 60 -75 ”;‘j/ gczr)(adJ“Sted N/S 2~12hrs Day 1
60 - 75 my/m2 (adjusted 3 weekly cycle
- 75 mg/m2 (adjuste ]
Paclitaxel by Cer) D5W or N/S 1-2hrs Day 1
By o H ¥rai iR i L P ¥z Rk
AUC: 3-6
Carboplatin (if Ccr <60ml/min or D5W or N/S 1hr Day 1 or 15
Cisplatin not suitable) 3 weekly cycle
Paclitaxel 160-225 mg/m?2 D5Wor N/S | 1-2hrs Day 1
By i Erag LRI FLPERE 42 Reid k8
Cisplatin 60 - 80mg/m2 N/S 2~12hrs Day 1 or 15
(adjusted by Ccr)
. 4 weekly cycle
Etoposide 100 mg/m2 N/S or D5SW | 1hrs Day 1-3 or
Day1.8.15
P R RERF & F e (SDID -

‘7:.-—

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Neoadjuvant chemotherapy

By i FrHE LRl LR 2 R % B
Cisplatin 60 - 75mg/m2 (adjusted by N/S 2~12hrs Day 1or8
Cer) 3 weekly cycle
Vinorelbine 60-80mg/m2 PO Day 1, 8
By i EHai iR LR 42 Reid P
AUC: 3-6
Carboplatin (if Ccr <60ml/min or D5W or N/S 1hr Day lor8
Cisplatin not suitable) 3 weekly cycle
Vinorelbine 60-80mg/m2 PO Day 1, 8
By i EHFAE iR L i f2 Ry 2 b ¥
Cisplatin 60 - 75 mg/m2 (adjusted by N/S 2~12hrs Day 1or8
Ccr) 3 weekly cycle
Docetaxel 25-35mg/m2 D5W or N/S 0.5-1hr Day 1,8
By i EraE Rl LR A2 R ik P
AUC: 3-6
Carboplatin (if Ccr <60ml/min or D5W or N/S 1hr Day 1or8
Cisplatin not suitable) 3 weekly cycle
Docetaxel 25-35mg/m2 D5W or N/S 0.5-1hr Day 1, 8

R R G & F F i (SDID
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Neoadjuvant chemotherapy
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By o BrHE % LR A2 Reik
o 60 - 75 mg/m?
Cisplatin i N/S 2~12hrs Day 1
P (adjusted by Ccr) y 3 weekly cycle
Docetaxel 60 mg/m? D5W or N/S 0.5-1hr Day 1
¥ o Frai LRI LR 2. Rk P
AUC:3-6
Carboplatin (if Ccr <60ml/min or Cisplatin not D5W or N/S 1hr Day 1
suitable) 3 weekly cycle
Docetaxel 60 mg/m? D5W or N/S 0.5-1hr Day 1
L Eolky #5mE RIS LR ¥ A2 Bk Y
o 60 - 75 mg/m?
Cisplatin (adjusted by Cer) N/S 2~12hrs Day 1
3 weekly cycle
Pemetrexed 500 mg/m? N/S 10-15mins Day 1
(non-squamous)
By i Erag LRI FLPERE A2 Rik T
AUC: 3-6
Carboplatin (if Ccr <60ml/min or cisplatin not D5W or N/S 1hr Day 1
suitable) 3 weekly cycle
Pemetrexed 500 mg/m? N/S 10-15mins Day 1
(non-squamous)
ELRERRT Y R (SDM) 53

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Adjuvant chemotherapy
By o ERE BRI B LPER # f2 R ik T H
Cisplatin 60 - 80 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1 or 15 4 weekly cycle
Gemcitabine 1000 mg/m? N/S 30mins Day 1, 8, 15
B Lt - Zak.ib 8 R AP P A2 Ry ik T
Cisplatin 60-75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1or8 3 weekly cycle
Gemcitabine 1000-1250 mg/m2 N/S 30mins Day 1,8
By oft 3% h A R AR 42 B id
Carboplatin AUC: 3 -6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1 or 15
Cisplatin not suitable) 4 weekly cycle
Gemcitabine 1000-1250 mg/m2 N/S 30mins Day 1, 8,15
By i E5HaE iR B iz R ik T HP
Carboplatin AUC: 3 -6 (_if Ccer <6_0m|/min or D5W or N/S 1hr Day 1 or 8 3 weekly cycle
Cisplatin not suitable)
Gemcitabine 1000-1250 mg/m2 N/S 30mins Day 1,8
P R RERF & F e (SDID 5 4

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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BH LH R E iR FARFRE Hy A2 F &
Carboplatin AUC: 3 - 6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1 or 15
Cisplatin not suitable) 4 weekly cycle
Paclitaxel 60 - 80 mg/m2 D5W or N/S 1-2hrs Day 1, 8, 15
¥ Lf EHaE R AR i 2 B % P
Cisplatin 60 - 80 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day lorlb5 4 weekly cycle
Paclitaxel 60-80mg/m?2 D5W or N/S 1-2hrs Day 1,8,15
¥ L4 EHaE R AR i 2 B i Hp
Cisplatin 60 - 75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1 3 weekly cycle
Paclitaxel 160-225 mg/m2 D5W or N/S 1-2hrs Day 1
By i E5HaE iR B iz R ik T HP
Carboplatin AUC: 3 - 6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1
Cisplatin not suitable) 3 weekly cycle
Paclitaxel 60 - 80 mg/m2 D5W or N/S 1-2hrs Day 1
By o EHHE R AR i fe R it 4
Carboplatin AUC: 3-6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1 or 15
Cisplatin not suitable)
_ 4 weekly cycle
Etoposide 100 mg/m2 N/S or D5W 1hrs Day 1-3 or
Dayl,8,15
PR R R & F s (SDID e

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




m:a Chung Shan Medical University Hospital Wk R dn 5l Clinical Guideline 2023 version17.0
¥ o ¥rai el i REN 42 Rk Y
Cisplatin 60-80mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1 or 15 4 weekly cycle
Etoposide 100 mg/m2 N/S or D5W 1hrs Day 1-3 or
Day1,8,15
BF i FaE R FILEEE ¥y 42 Rk P
Cisplatin 60 - 75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day lor8
3 weekly cycle
Vinorelbine 60-80mg/m? PO Day 1, 8
B i FHAE AL L ¥ f2 Rk Y
Carboplatin AUC: 3 - 6 (if Ccr < 60ml/min or D5W or N/S 1lhr Day1or8 3 weekly cycle
Cisplatin not suitable)
Vinorelbine 60-80mg/m?2 PO Day 1, 8
By EH ¥rai R ¥ LR P Rk &
Carboplatin AUC: 3 - 6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1or8
cisplatin not suitable) 3 weekly cycle
Docetaxel 25-35 mg/m?2 D5W or N/S 0.5-1hr Day 1, 8
P R RERF & F e (SDID 5 6

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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B 0 EpHE iRl LR i 2 B %
Cisplatin 60 - 75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1or8 3 weekly cycle
Docetaxel 25-35mg/m?2 D5W or N/S 0.5-1hr Day 1or8
By LH ®rAa FiRR RN 72 Ry
Cisplatin 60 - 75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1
3 weekly cycle
Docetaxel 60mg/m?2 D5W or N/S 0.5-1hr Day 1
¥ L4 EpaE #RiR RN 2 B i Hp
Carboplatin AUC: 3 - 6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1 3 weekly cycle
Cisplatin not suitable)
Docetaxel 60 mg/m2 D5W or N/S 0.5-1hr Day 1
B i EraE R y SER i iz R ik T HP
Cisplatin 60 - 75 mg/m2 (adjusted by Ccr) N/S 2~12hrs Day 1
Pemetrexed (non- 500 mg/m?2 N/S 15mins Day 1 3 weekly cycle
squamous)
B o EHBE ididl FILRERE i 2 ) RERLL )
Carboplatin AUC: 3-6 (if Ccr <60ml/min or D5W or N/S 1hr Day 1
cisplatin not suitable)
3 weekly cycle
Pemetrexed (non- 500 mg/m?2 N/S 15mins Day 1
squamous)
P R RERF & F e (SDID 5 7

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Concurrent Chemoradiation Regimen

R/T (5000-7000Gy ; 25-35 =)
1. Paclitaxel 45-60 mg/m? IV over 1-2 hour weekly

Carboplatin AUC: 2 (if Ccr <60ml/min or cisplatin not suitable ) weekly or
AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) monsly 1V
Concurrent thoracic radiotherapy

2. Paclitaxel 45-60 mg/m? IV over 1-2 hour weekly
Cisplatin 50-75mg/m? (adjusted by Ccr) IV
Concurrent thoracic radiotherapy

3. Etoposide 35-50mg/m? IV
Cisplatin 50mg/m? (adjusted by Ccr) or
Carboplatin AUC: 2 (if Ccr <60ml/min or cisplatin not suitable ) weekly or
AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) monsly 1V
Concurrent thoracic radiotherapy

4. Pemetrexed (non-squamous)500mg/m? IV
Cisplatin 50-75mg/m? (adjusted by Ccr) IV
Concurrent thoracic radiotherapy

5. Pemetrexed (non-squamous) 500mg/m? 1V
Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) 1V
Concurrent thoracic radiotherapy

:‘;"T_;-Tﬁmj_gaa .}:_Fgﬁg)_} %4 (SDM) -
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Concurrent chemoradiation regimen
&€ Concurrent thoracic radiotherapy (5000 - 7000Gy ; 25 - 35 =)

BP o EHaE HRR LR 3 42 R ik
Cisplatin 60 - 75 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1150r 8, 3 weekly cycle
(15) (4 weekly
Paclitaxel 45 - 60 mg/m? D5W or N/S 1-2hrs Day 1, 8, (15) cycle)
Ry e FrHE iR 7 RN o R i Y
Carboplatin AUC.: 2 (|f_Ccr <60_m|/m|n or D5W or N/S 1hr
cisplatin not suitable)
weekly cycle
Paclitaxel 45 - 60 mg/m? D5W or N/S 1-2hrs
By L ErHE iR LR i #2 S RERCS |
Carboplatin AUC: 3 ) |6 t(.'f CC,: <(5_(3r2||/mm or D5W or N/S 1hr Day1150r 8, 3 weekly cycle
cisplatin not suitable) (15) (4 weekly
Paclitaxel 45 - 60 mg/m? D5W or N/S 1-2hrs Day 1, 8, (15) cycle)
LR RHIRE 2 F R (SDD) .

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Concurrent chemoradiation regimen
&€ Concurrent thoracic radiotherapy (5000 -7000Gy ; 25 - 35 =t)

R o4 ¥rai R LR E
Cisplatin 60 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1, 8, 29, 36
Etoposide 35-50 mg/m? N/S or D5W 1hrs Day 1-3 o;?ay1-5,29-
R Frai e 2l ¥ L Ik
Carboplatin AUC.: 2 (|f_Ccr <60_m|/m|n or D5wW 1hr weekly
cisplatin not suitable)
. Day 1-3 or
- 2
Etoposide 35-50 mg/m N/S or D5W 1hrs Day1-5,29-31
B¥ o4 Frai e 2l ¥ L I
Carboplatin AUC: 3 -6 (.'f Cer <§0m|/m|n or D5W or N/S 1hr 4 weekly cycle
cisplatin not suitable)
. Day 1-3 or
. 2
Etoposide 35-50 mg/m N/S or D5W 1hrs Day1-5,29-31
LR RHIRE 2 F R (SDD) 60

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Concurrent chemoradiation regimen

ik T3 ErhL

&€ Concurrent thoracic radiotherapy (5000 - 7000Gy ; 25 - 35 =)

Clinical Guideline 2023 version17.0

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

By oH i iR LR ) Fi R ik kP
Cisplatin 60-75 mg/m? (adjusted by Ccr) N/S 2~12hrs Dayl
3 weekly cycle
Pemetrexed 500 mg/m? N/S 15mins Dayl
(non-squamous)
By L BErHE iR LR ) Fi S RERCS |
Carboplatin AUC: 3-6 (if Cer <60mliminor | oy o /g 1hr Dayl
cisplatin not suitable)
Pemetrexed 3 weekly cycle
500 mg/m? N/S 15mins Dayl
(non-squamous)
P R RERF & F e (SDID 61
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Advanced stage chemotherapy

1. Gemcitabine 1000 mg/m? 1V Day 1, 8, 15

Cisplatin 50-75 mg/m? (adjusted by Ccr) IV or

Carboplatin AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable) 1V Day 1 or 15

2. Gemcitabine 1000-1250 mg/m? 1V Day 1, 8
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable) IV Day 1 or 8

3. Paclitaxel 60-80 mg/m? IV Day 1, 8, 15 or Paclitaxel 160-225 mg/m? IV Day 1
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin  AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable) IV Day 1 or 15

4. Docetaxel 25-35 mg/m? 1V Day 1,8
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable) IV Day 1 or 8

5. Docetaxel 60 mg/m? IV Day 1
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin  AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable) IV Day 1 (Three week cycle)

6. Vinorelbine 60-80 mg/m? po Day 1, 8, 15
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin  AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable ) IV Day 1 or 15

R R 2 F B % (SDID 6 2
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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7. Etoposide 100 mg/m? IV Day 1-3 or Day 1, 8, 15
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin  AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable ) IV Day 1 or 15

8. Pemetrexed (nonsquamous) 500 mg/m? IV on a 21-Day cycle.
Cisplatin 50-75 mg/m? (adjusted by Ccr) or
Carboplatin  AUC: 3-6 (if Ccr <60 ml/min or cisplatin not suitable ) IV on a 21-Day cycle.

9. TS-1 80mg~120mg/ = (adjusted by BSA) PO BID Day 1~28,
+*4 14 = orDayl~14, kK45 7 =% o

R R 2 F B % (SDID 6 3
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Advanced stage chemotherapy

By oH i iR LR ) Fi R ik kP
Cisplatin 60-80 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1 or 15
4 weekly cycle
Gemcitabine 1000 mg/m? N/S 30mins Day 1, 8, 15
By oft Erag iR LR A2 S SERCE |
Carboplatin AUC: 3 - |6t(_|f Cctr <6_(t)nt1)I|/m|n D5W or N/S 1hr Day 1 or 15
or cisplatin not suitable) 4 weekly cycle
Gemcitabine 1000 mg/m? N/S 30mins Day 1, 8, 15
By L ErHE iR LR i #2 - SERCE |
Cisplatin 60-75 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1 or 8
3 weekly cycle
Gemcitabine 1000-1250 mg/m? N/S 30mins Day 1, 8
R IR & F R (SDID 6 4

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Advanced stage chemotherapy

By oH E¥HaE iR LR i A2 Bk
Carboplatin A%Cr:c?; ] I6at('lrf1 gg:;@(g;rtl)lllemm D5W or N/S 1hr Day 1 or8
ISplati ul ) 3 weekly cycle
Gemcitabine 1000-1250 mg/m? N/S 30mins Day1,8
By 4 ¥rai iR ¥ LR ki3 Ri P
Cisplatin 60 - 80 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1 or 15
4 weekly cycle
Paclitaxel 60 - 80 mg/m? D5W or N/S 1-2hrs Day 1, 8, 15
By L ErHE iR LR i #2 - SERCE |
Carboplatin | V&3 '|6 t(.'f CC{ <6.(t)rg'|/ min D5WorN/S | 1hr Day 1 or 15
or cisplatin not suitable) 4 weekly cycle
Paclitaxel 60 - 80 mg/m? D5W or N/S 1-2hrs Day 1, 8, 15
R IR & F R (SDID 65

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Advanced stage chemotherapy
By oH i iR LR ) Fi R ik kP
Cisplatin 60-75 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1
3 weekly cycle
Paclitaxel 160-225 mg/m? D5W or N/S 1-2hrs Day 1
By 4 Frai iR 7 RN o i3 R i Y
Cisplatin 60 - 75 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1or8
3 weekly cycle
Docetaxel 25-35mg/m? D5Wor N/S | 0.5-1hr Day 1, 8
By o Frai iR RN k3 R i Y
Carboplatin | Y& 3" |6 t(.'f Cctr <6.?”B'|/ min D5WorN/S | 1hr Day 1
or cisplatin not suitable) 3 weekly cycle
Paclitaxel 160-225 mg/m? D5W or N/S 1-2hrs Day 1

G

Fogu i s AR F R F . £ R et (SDD 66

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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v
Advanced stage chemotherapy
Ry e Frag Hir 7 REA i Reik g
Carboplatin AUC:.?’_? g.f CC|;<6(')tmg/Im|n or D5W 1hr Day 1 or8
cisplatin not suitable) 3 weekly cycle
Docetaxel 25-35mg/m? D5Wor N/S | 0.5-1hr Day1,8
¥ i ¥rHE R FLPERE B e R it W
Cisplatin 60 - 80 mg/m? (adjusted by Ccr) N/S 2~12hrs Day 1 or 15
4 weekly cycle
: Day 1-3 or
2
Etoposide 100 mg/m N/S or D5W 1hrs Day 1,815
By o Frai iR RN k3 R i Y
Carboplatin | AYC: 36 (f Cer <60mliminor 0\ o /s 1hr Day 1 or 15
cisplatin not suitable)
Day 13 or 4 weekly cycle
- 2 -
Etoposide 100 mg/m N/S or D5W 1hrs Day 1,8,15

P

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

SRR S A A F R LB (SID 67
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A 4
Advanced stage chemotherapy
By oH i iR LR ) Fi R ik kP
Cisplatin 60-75 mg/m? (adjusted by Ccr) N/S 2~12hrs Dayl
3 weekly cycle
Pemetrexed 500 mg/m? N/S 15mins Day1
(nonsguamous)
Ry o ¥rai i 7 REN o e R it
Carboplatin AUC: 3-6 (it Cer <60mliminor | o\ o /s 1hr Dayl
cisplatin not suitable)
Pemetrexed 3 weekly cycle
500 mg/m? N/S 15mins Dayl
(nonsguamous)
B oft EHHE FiRR U ) Fi ik kY
Dayl1~28, ik 4 14 =
TS-1 80 mg ~ 120 m/= PO BID 6 weekly cycle or
) djusted by BSA) o 3 weekly cycle
(adj Dayl~14, th4 7 %

R

Note: All recommendations are category 2A unless otherwise indicated.

s AR RS F . Rt p R (SDID 68

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE

EGFER Exon 19 Deletion or
Exon 21 L858R:

* First-line therapy :Afatinib.
Erlotinib. Dacomitinib.
Gefitinib. Osimertinib
Erlotinib + ramucirumab7
Erlotinib + bevacizumabc
(nonsquamous)8

* Subsequent therapy
Osimertinib

ALK Rearrangement
* First-line therapy:
Alectinib. Brigatinib
Ceritinib. Crizotinib
Lorlatinib

* Subsequent therapy
Alectinib. Brigatinib
Ceritinib. Lorlatinib

BRAF V600E Mutation

*First-line therapy : Dabrafenib/trametinib
Encorafenib/binimetinib Dabrafenib.

Vemurafenib

*Subsequent therapy Dabrafenib/trametinib

Encorafenib/binimetinib

ERBB2 (HER2) Mutation

* Subsequent therapy
Fam-trastuzuab deruxtecan-nxKki
Ado-trastuzumab emtansine

EGFR S768l, L8610Q, and/or

G719X

First-line therapy : Afatinib
Erlotinib. Dacomitinib
Gefitinib. Osimertinib

* Subsequent therapy
Osimertinib

KRAS G12C Mutation
* Subsequent therapy
Sotorasib. Adagrasi

NTRK1/2/3 Gene Fusion
*First-line/Subsequent therapy
Larotrectinib. Entrectinib

ROS1 Rearrangement
*First-line therapy:
Ceritinib Crizotinib28.
Entrectinib

*Subsequent therapy :
Lorlatinib30. Entrectinib

MET Exon 14 Skipping Mutation

*First-line therapy/Subsequent therapy
Capmatinib. Crizotinib. Tepotinib

RET Rearrangeent

« First-line therapy/Subsequent therapy
Selpercatinib. Pralsetinib. Cabozantinib

EGFR Exon 20 Insertion
Mutation

* Subsequent therapy
Amivantamab-vmjw12

SR AR F S F . £ R SR (SDID 69

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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ANti-VEGF & § #72 #r#] 3]

B LH e vz i EHAE i FLPE - SERCS )
Bevacizumab Avastin T L 4% 2 [ m/g;;5 M9 s 30~ 90mins 3 weekly cycle
Bevacizumab MVASI NiE By 75 m/g;;S A NS 30~ 90mins 3 weekly cycle

2 weekly cycle
Ramucirumab cyramza U~ By 10 mg / kg N/S 60mins or

3 weekly cycle

IR MR EF G D e st (SDDTO0
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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A 4
Immunotherapy
g% &t % i EHaE LRI B LPER R ik kP
3mg/kg /
Nivolumab Opdivo Eiwlp § 360mg with D5W or N/S 60mins 2 weekly cycle
Ipilimumab
10 mg/kg
Durvalumab Imfinzi py /1500mg(-| ‘w2 D5W or N/S 60mins 2 weekly cycle
Bk [,%.)
Atezolizumab Tecentrip By 1200 mg N/S 30~60mins 3 weekly cycle
Pembrolizumab Keytruda /g % | 200 mg or 2mg/kg D5W or N/S 60mins 3 weekly cycle

Immunotherapy combine therapy

¥ o H A R T REN o 42 R ik kP
AUC: 3-6 (if Ccr 3 weekly cycle
Carboplatin <60ml/min or cisplatin D5W or N/S 30~60mins Dayl
not suitable)
Pemetrexed 500 mg/m? N/S 10-15 mins Dayl 3 weekly cycle
Pembrolizumab 200 mg D5W or N/S 30~60mins Dayl 3 weekly cycle

RN MR EF G e st p L (SDD T
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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A 4
B of BHaE HR LR oAz Ry & E )
. 50-75mg/m? _ 3 weekly cycle
Cisplatin (adjusted by Ccr) N/S 2~12hrs Dayl
Pemetrexed 500 mg/m? N/S 15mins Day1 3 weekly cycle
Pembrolizumab 200 mg D5W or N/S 60mins Dayl 3 weekly cycle
By o F5HE R FLEE 2 Rk kP
- 2 1
Cisplatin 60 75mg/rr(1:CE§1djusted by N/S 9-12hrs Day1 3 weekly cycle
Pemetrexed 500 mg/m? N/S 15mins Dayl 3 weekly cycle
Pembrolizumab 200 mg D5W or N/S 60mins Dayl 3 weekly cycle
By tH ErHE BRI FILPE 42 Reik T
AUC: 3-6 (if Ccr 3 weekly cycle
Carboplatin <60ml/min or cisplatin not D5W or N/S 1hr Dayl
suitable)
Pemetrexed 500 mg/m? N/S 15mins Dayl 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60mins Dayl 3 weekly cycle
Byt FrHE R i L ¥ R ik
- 2 i
Cisplatin 60-75 mg/nécgldjusted by N/S 9-19hrs Day1 3 weekly cycle
Pemetrexed 500 mg/m? N/S 15 mins Dayl 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60 mins Dayl 3 weekly cycle

SRR E HE R S F . £ R SR (SDID 72

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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B i EFHFHEL R 7 REN: #y 2. RiEEY
. . 60-75 mg/m? (adjusted 3 weekly cycle
Cisplatin g/m* (ad| N/S 2~12hrs Day1 Y
by Ccr)

Pemetrexed 500 mg/m? N/S 15 mins Dayl 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60 mins Day1 3 weekly cycle
By tH Frai LRl FILPE 42 B ik W

AUC: 3-6 (if Ccr 3 weekly cycle
Carboplatin <60ml/min or cisplatin D5W or N/S 1hr Dayl
not suitable)
Avastin 15 mg/Kg N/S 90mins Day 1 3 weekly cycle
Paclitaxel 160-225 mg/m? D5W or N/S 1-2hrs Day 1 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60mins Day 1 3 weekly cycle
By tH ErHE LRI FILPE 42 Reik T
AUC: 3-6 (if Ccr
Carboplatin <60ml/min or cisplatin D5W or N/S 1hr Dayl 3 weekly cycle
not suitable)
Avastin 15 mg/Kg N/S 90mins Day 1 3 weekly cycle
Pemetrexed 500 mg/m2 N/S 15 mins Dayl 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60mins Dayl 3 weekly cycle

SRR AR R S F . £ R s (SDD 73

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Immunotherapy combine therapy

F§

B5HE

R 7 REN: #y 2. R
Carboplatin AUC: 3-6 (if Ccr 3 weekly cycle
<60ml/min or cisplatin D5W or N/S 1hr Dayl
not suitable)
Pemetrexed 500 mg/m? N/S 15 mins Dayl 3 weekly cycle
Nivolumab 3 mglkg D5W or N/S 60 mins Two weekly | 3 weekly cycle
cycle
Avastin 15 mg/Kg N/S 90mins Day 1 3 weekly cycle
By tH Frai LRl FILPE 42 B ik W
AUC:3-6 (if Ccr 3 weekly cycle
Carboplatin <60ml/min or D5W or N/S 1hr Dayl
cisplatin not suitable)
Paclitaxel 160-225 mg/m? D5W or N/S 1-2hrs Day 1 3 weekly cycle
Atezolizumab 1200 mg N/S 30~60mins Day 1 3 weekly cycle

RSN MR R EF G O s p Rt (S T4
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Systemic therapy for advanced or metastatic disease
ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-1) Contraindications to PD-1 or PD-L1 inhibitorsc

(No contraindications to PD-1 or PD-L1 inhibitors) Useful in Certain Circumstances

Preferred » Bevacizumabe/ Carboplatin / Paclitaxel (category 1)
» Pembrolizumab / Carboplatin / Pemetrexed (category 1) » Bevacizumabe / Carboplatin / Pemetrexed
» Pembrolizumab / Cisplatin / Pemetrexed (category 1) » Bevacizumabe / Cisplatin / Pemetrexed

Other Recommended » Carboplatin / albumin-bound Paclitaxel(category 1)

» Carboplatin / Docetaxel (category 1)

» Carboplatin / Etoposide (category 1)

» Atezolizumab / platinum / albumin-bound Paclitaxel » Carboplatin / Gemcitabine (category 1)
» Nivolumab / Ipilimumab

» Nivolumab/ipilimumab/pemetrexed/(carboplatin or cisplatin)

» Atezolizumab / platinum/ Paclitaxel / Bevacizumabe (category 1)

» Carboplatin / Paclitaxel (category 1)
» Carboplatin / Pemetrexed (category 1)

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 2) » Cisplatin / Docetaxel (category 1)
Preferred » Cisplatin / Etoposide (category 1)
» Carboplatin / Pemetrexed » Cisplatin / Gemcitabine (category 1)
Other Recommended
» Carboplatin / albumin-bound Paclitaxel » Cisplatin / Pemetrexed (category 1)
» Carboplatin / Docetaxel » Gemcitabine / Docetaxel (category 1)
» Carboplatin / Etoposide » Gemcitabine / Vinorelbine (category 1)
» Carboplatin / Gemcitabine » Cisplatin/ Paclitaxel

» Carboplatin / Paclitaxel
ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 3-4)
» Best supportive care

R MR EF G D e st (SDD T
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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A 4
SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE
SQUAMOUS CELL CARCINOMA (PS 0-1) SQUAMOUS CELL CARCINOMA (PS 3-4)
(No contraindications to PD-1 or PD-L1 inhibitors) » Best supportive care
Preferred
» Pembrolizumab / Carboplatin / Paclitaxel (category 1) Contraindications to PD-1 or PD-L1 inhibitors

» Pembrolizumab / Carboplatin / albumin-bound Paclitaxel (category 1) Useful in Certain Circumstances
» Carboplatin / aloumin-bound Paclitaxel (category 1)

Other recommended » Carboplatin / Docetaxel (category 1)

» Nivolumab / Ipilimumab » Carboplatin / Gemcitabine (category 1)

» Nivolumab / Ipilimumab / Paclitaxel / Carboplatin (category 1) » Carboplatin / Paclitaxel (category 1)

» Cisplatin / Docetaxel (category 1)

SQUAMOUS CELL CARCINOMA (PS 2) » Cisplatin / Etoposide (category 1)
Preferred » Cisplatin / Gemcitabine (category 1)

» Carboplatin / aloumin-bound Paclitaxel » Cisplatin / Paclitaxel (category 1)

» Carboplatin / Gemcitabine » Gemcitabine / Docetaxel (category 1)

» Carboplatin / Paclitaxel » Gemcitabine / Vinorelbine (category 1)

Other Recommended

» Carboplatin / Docetaxel

» Carboplatin / Etoposide
Useful in Certain Circumstances

» Albumin-bound paclitaxel

» Docetaxel

» Gemcitabine

» Paclitaxel

R EEFEREMEFEF G e s p Rt (S T
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE — SUBSEQUENT

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-2) SQUAMOUS CELL CARCINOMA (PS 0-2)

Preferred (no previous 10): Preferred (no previous 10):

Systemic immune checkpoint inhibitors Systemic immune checkpoint inhibitorse

* Nivolumab (category 1) * Nivolumab (category 1)

* Pembrolizumab (category 1) * Pembrolizumab (category 1)

* Atezolizumab (category 1) * Atezolizumab (category 1)

Other Recommended (no previous 10 or previous 10): Other Recommended (no previous 10 or previous 10):
* Docetaxel e Docetaxel

* Pemetrexed « Gemcitabine

- Gemcitabine  Ramucirumab/docetaxel

« Ramucirumab/docetaxel « Albumin-bound paclitaxel

* Albumin-bound paclitaxel

ADENOCARCINOMA, LARGE CELL, NSCLC NOS, SOUAMOUS CELL CARCINOMA (PS 3-4): Best supportive care

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE — PROGRESSION

ADENOCARCINOMA, LARGE CELL, NSCLC NOS SQUAMOUS CELL CARCINOMA

 PS 0-2: nivolumab, pembrolizumab, or atezolizumab, * PS 0-2: nivolumab, pembrolizumab, or atezolizumab,
docetaxel (category 2B), pemetrexed (category 2B), docetaxel (category 2B), gemcitabine (category 2B),
gemcitabine (category 2B), ramucirumab/docetaxel (category ramucirumab/docetaxel (category 2B), or albumin-bound
2B), or albuminbound paclitaxel (category 2B) paclitaxel (category 2B)

* PS 3—4: Best supportive care ¢ Options for further progression * PS 3—4: Best supportive care * Options for further
are best supportive care or clinical trial progression are best supportive care or clinical trial.

RSN MEFEF G e s p Rt (S TT
Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE - MAINTENANCE

Maintenance Therapy

« Continuation maintenance refers to the use of at least one of the agents given in first line, beyond 4—6 cycles, in the absence
of disease progression. Switch maintenance refers to the initiation of a different agent, not included as part of the first-line
regimen, in the absence of disease progression, after 4-6 cycles of initial therapy.

» Patients should receive maintenance therapy for 2 years if they received front-line immunotherapy.

« Patients should receive maintenance therapy until progression if they received second-line immunotherapy.

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-2) Continuation Switch maintenance
maintenance ¢ Pemetrexed

* Bevacizumab (category 1)

 Pemetrexed (category 1)

» Bevacizumab/pemetrexed

» Pembrolizumab/pemetrexed (category 1)

» Atezolizumab/bevacizumab (category 1)

* Nivolumab/ Ipilimumab

» Atezolizumabn

SQUAMOUS CELL CARCINOMA (PS 0-2) Continuation maintenance
 Pembrolizumab

* Nivolumab/ Ipilimumab

* Gemcitabine (category 2B)

* Durvalumab

ADENOCARCINOMA, LARGE CELL, NSCLC NOS, SQUAMOUS CELL CARCINOMA (PS 3-4)
Best supportive care

ARSI RRE ML FEFE G, e s8R E (S T8
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Small Cell Lung Cancer ~% & B

DIAGNOSIS INITIAL EVALUATION STAGE
* H&PDb
* Pathology reviewc
* CBC
* Electrolytes, liver function tests -
Small cell lung cancer (LFTs), BUN, creatinine Limited stage ; \S/\(je ,?(ddltlonal
(SCLC) or combined  Chest/abdomen/pelvis CT with orkup
SCLC/ non-small cell contrast
lung cancer (NSCLC) ™, grain MRI (preferred) or CT with
on biopsy or cytology contrast
of primary or  Consider PET/CT scan (skull base to See Pri
metastatic site mid-thigh), if limited stage is Extensive stage ——> Tee trlma;ry
suspected or if needed to clarify stage reatmen
» Smoking cessation counseling and
intervention.
* Molecular profiling (only for never
smokers with extensive stage)

EREEE R ML FEFE NG, D e 8T R L (SDD T 9
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Limited stage
ADDITIONAL WORKUP STAGE TREATMENT

« If pleural effusion is present, L B Patholoaic _
thoracentesis is recommended; if Clinical stage I-I1A o o9 See Primary
i ol lusi (T1-2,N0,M0) mediastinal ~ __ Treatment

thoracentesis inconclusive, —> INM Classification) —> staging
consider thoracoscopy
e Pulmonary function tests (PFTs)
during evaluation for surgery or
definitive radiation therapy (RT
by (RT) Limited stage 11B-111C

» Bone imaging (radiographs or -
MRI) as appropriate if PET/CT —> (T3-4,NO,MO; T1- ?-igai;;r:niry
equivocal (consider biopsy if bone 4,N1-3,M0)
imaging is equivocal)
e Unilateral marrow
aspiration/biopsy in select patients i
Consider arrange Bone
marrow biopsy, 5 See Extensive-Stage Disease

thoracentesis, or bone
studies consistent with
malignancy

I FEEERRE AL FEFE G, T e s8R (S 80
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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‘ TESTING RESULTS ‘ PRIMARY TREATMENT ‘ ADJUVANT TREATMENT
RO NO ——> Systemic therapy
Pathologic Lobectomy
mediastinal (preferred) and Systemic therapy
stagingj, mediastinal lymph N1—> + mediastinal RT —
negative node dissection or (sequential See
. sampling orconcurrent) Response
Limited stage: Assessment
clinical stage Systemic therapy +
I-11A + mediastinal Subsequent
(T1-2,N0,MO0) N2 —> RT(sequentialor Treatment
concurrent)
R1/R2 ——> Systemic therapy +
) _ concurrent RT
Medically inoperable or
decision magie notto S SABR ——————> Systemic -
pursue surgical resection therapy

See Response
> Assessment

+ Subsequent

Treatment

Systemic therapy
+concurrent RT

Pathologic
mediastinal staging

positive Pgaes4

RN ME R L F G e st p L (SDD 81
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRIMARY TREATMENT
Systemic therapyn +
Good PS (0-2) —— > concurrent RT >
(category 1) See Response
Assessment
+ Subsequent
Treatment
Limited stage
Poor PS (3-4) -
HB-I11IC — 5 Systemic therapyn+ RT
(T3-4,N0,MO; = dueto SCLC (concurrent or sequential) -
T1-4,N1-3,M0)

Poor PS (3-4) Incluting Sapportive oare
not due to SCLC See NCCN Guidelines for
Palliative Care

SRR HR R S F . £ R S (SDID 82

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PRIMARY TREATMENT
» Good PS (0-2) o _
« Poor PS (3—4) due to Combination systemic therapy
Extensive stage without SCLC includingsupportive care
localized symptomatic
sites or brain metastases
Poor PS (3-4) not due Individualized therapy including
to SCLC > supportive care
Systemic therapy + RT to
* Superior vena cava symptomatic sites See Response
S\l/)C d If high risk of fracture due to osseous Assessment +
( ) syn rome structural impairment, consider orthopedic Subsequent
* Lobar obstruction —> it —>
Extensive stage + B fast stab_lllgatlon and Treatment
: : one metastases palliative external beam RT (EBRT)
localized symptomatic
Extensive stage sites
Spinal cord RT to symptomatic sites before systemic
. > therapy unless immediatesystemic therapy:
compression is required. —
. May administer systemic therapy before
Asymptomatic > initiating brain RT
Extensive stage with
brain metastases
Symptomatic Brain RT before systemic therapy, unless immediate
systemic therapy is indicated

R MR R L F k. T kst p L (SDD 83
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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RESPONSE ASSESSMENT ADJUVANT RT SURVEILLANCE
FOLLOWINGPRIMARY TREATMENT
Consider:
Prophylactic After completion of initial
Limited cranial therapy: * Provide survivorship
stage irradiation —>| * Oncology follow-up visits every care plan after
(PCI)* 3 mo during y 1-2, every 6 mo completion of initial
Complete during y 3, then annually therapy
response * H&P blood work only as
or partial . After completion of initial clinically indicated
response Eul\f\/Re:l:[;Laég + or subsequent therapy: * Surveillance CT
* Chest/ abdomen/ Extensive i - « Oncology follow-up Visits * MRI (preferred) or CT
lvis CT with — | Consider PCI  —> ) PR
pelvis : ry 2 mo during v 1 brain with contrast every
stage « Consider every oduringy 1, _
contrast . every 3-4 duri 2.3 3-4 months duringy 1
e thoracic RT y 5=+ Mo auringy 2=, ' Relapse
Brain MRI then every 6 mo during then every 6 months ’
(preferred) or years 4-5, then annually during y 2 (regardless of S See
CT with contrast PCI status) Subsequent
« CBC After completion of initial therapy: « New pulmonary nodule Therapy
* Electrolytes, Limited * Oncology follow-up visits every 3 mo should initiate workup
LFTs, BUN, stage during y 1-2, every 6 mo during y 3, for potential new
creatinine Stable disease then annually primary
* Smoking cessation
After completion of initial or subsequent Klléeé\ﬁrg:ﬁgéffﬁeghf%r
Extensive - therapy: . : Smoking Cessation
stage * Oncology follow-up visits every 2 mo during .
1, every 3—4 mo during y 2-3, then every 6 * PET/CT is not
?/no’duriri/ _4—5 then a%zua_ll ’ ! recommended for
gy y routine follow-up
Primary progressive disesase ——> Stable disease
X F

R

R s AR R B F . £k a0t AL (SDD) 8 4

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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PROGRESSIVE DISEASE

SUBSEQUENT THERAPY/PALLIATIVE THERAPY

Relapse or
primary
progressive
disease

PS0-2 _>

PS3-4 _s

Subsequent systemic
therapy

or
Palliative symptom
managementincluding
localized RT to
symptomatic sites

Response  _s

K

No response or
unacceptable
toxicity

Palliative symptom management
including localized RT to symptomatic

sites

I FEEEERE ML FEFE G, £ e s8R (S 85
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Continue until
progression or
development of
unacceptable
toxicity

PS0-2 —

PS34 _s

* Consider subsequent
systemic therapy

* Palliative symptom
management including
localized RT to
symptomatic sites

Palliative symptom
management including
localized RT to
symptomatic sites
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Small Cell Lung Cancer ;> /& B|-Limited stage (maximum of 4-6 cycles)

» Etoposide 50-100mg/m2 1V Day 1-3 or Day 1-5 or Day 1, 8, 15
» Cisplatin 50-75mg/m2 (adjusted by Ccr) or

» Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not suitable ) IV Day 1 or 15

Good PS (ECOG PS£1) —
concurrent chemoradiotherapy (5000-7000Gy 25-35 fractions)
< Poor PS (ECOG PS=2) —
chemotherapy only or sequential chemoradiotherapy (5000-7000Gy 25-35 fractions

b B PRE R T R B AT B DURE MRS - FRekaciowE L -
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Small Cell Lung Cancer ;-:% /& R|- Extensive stage (maximum of 4-6 cycles)

» Etoposide 50-100mg/ M21V Day 1-3 or Day 1, 8, 15

» Cisplatin 50-75mg/ M2(adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not
suitable ) IV Day 1 or 15

» Irinotecan 50-60 mg/ M21V Day 1, 8, 15

» Cisplatin 50-75mg/ M2 (adjusted by Ccr) or Carboplatin AUC: 3-6 (if Ccr <60ml/min or cisplatin not
suitable) IV Day 1 or 15

» Atezolizumab*: 1200 mg Q3W

=
1. 4{FEARR > HEE 5 HEEEE 2 4 -
2. TEFE > SR 12 FEBIAR > & 12 HEETEHE

AL HIRR R TR RS AP DI M EARE > FekachowEEL -
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Small Cell Lung Cancer /5% B B]-= $055%
Topotecan

Cycle 1.
1.5mg/m2 IV Day 1, 2, 3, (4,5)or Day 1, 8, 15

Subsequent cycle
2.5mg/m2 1V Day 1, 2, 3, (4,5) or Day 1, 8, 15 (maximum 4mg)

 Lurbinectedin:3.2mg/ M2Q3W

* Irinotecan: 60mg/ M2QW

H v ¥ 4o Ifosfamide, Paclitaxyl, Docetaxel, Gemcitabine, = # 12 3k & #* o
¥ * #%% i Platinum ~ Etoposide 2 ¥ - @i  £iaf{ » VIR T LRIDRK

I FEEERRE ML FEFE G, £ e st p T (SDD) 88
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Staging Treatment Adjuvant treatment
Operable Operation (OP) Postoperative RT if (1) Margin (+)
- CcT1~3N0~1 (R1-2) or (2) pN2
Medically inoperable 1) Definitive radiotherapy (RT) or Chemotherapy (C/T) if high risk
- CcT1~2NO 2) Stereotactic ablative radiotherapy (SABR)
Medically inoperable 1) Definitive chemoradiation (CRT) Durvalumab (i i%& A %)
- CT1-3N(+) 2) RT alone if not suitable for C/T
Resectable 1) OP Postoperative RT if (1) Margin (+) (R1-2) or
- CcT3~4N0~1 2) Neoadjvant C/T OP (2) pN2
Unresectable 1) Definitive concurrent chemoradiation (CCRT ) | Durvalumab (g % & X %)
- CT3~4N0~1 2) RT alone if not suitable for C/T
Superior Sulcus Tumor 1) Neoadjvant CCRT OP Durvalumab (&%« X %) if no OP
- CT3~4N0~1 2) Definitive CCRT
- CcT1~3N2 1) Definitive CCRT 1) Durvalumab (& %% A % ) if no OP
2) Neoadjuvant CT OP 2) PORT if not given
3) Neoadjuvant CCRT OP
4) RT alone if not suitable for C/T
- CT1~3N2 1) Definitive CCRT Durvalumab (& %% X % ) if no OP

2) RT alone if not suitable for C/T

Stage IVA, IVB

1) Systemic therapy
2) Definitive RT to oligometastases
3) Palliative RT for symptoms

PR R R 2 F e (SDID 89
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Staging Treatment Adjuvant treatment
Limited stage 1.0P 1. Adjuvant C/T
(cT1~2NO0) 2. SBRT 2. Mediastinal RT if pN1/N2
3. Prophylactic cranial irradiation
(PCI) for responder
Limited stage Definitive CCRT PCI for responder
(cT1~2NO0)
Limited stage 1. Definitive CCRT PCI for responder
(cT3~4N0, cT1~4N+) 2. Definitive SCRT if poor PS
Extensive stage 1. Systemic therapy 1.Brain MRI f/u for responder
2. Palliative RT for symptoms 2.Thoracic RT or ConsiderPCI( optional)for responder
4) Consolidative RT to primary sites
PR R R & F s (SDD 90

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

NSCLC RT dose

Definitive RT/ CCRT: 60~70Gy at (1.8~2Gy!/ fraction, 5 times per week)

Neoadjuvant CCRT: 45~ 54Gyat (1.8~2Gy/ fraction, 5 times per week)

PORT for (margin (-) and pN2): 50~54Gy at (1.8~2Gy/ fraction, 5 times per week)

PORT for (ENE or R1): 54~60Gy at (1.8~2Gyl/ fraction, 5 times per week)

PORT for (R2): 60~70Gy at (1.8~2Gy/ fraction, 5 times per week)

e X B Rt £ R 2563 % -

Palliative RT of metastases : For patients with oligometastatic disease and good performance

status consider higher doses (45-60 Gy) in 1.8-2 Gy daily fractions, or SBRT following principles for

treatment of oligometastases

NoaRONOE

SCLC RT dose
1. Limited stage Definitive CCRT: 1) 60~70Gy at (1.8~2Gy/ fraction, 5 times per week), 2)50Gy/30fr at
(1.5Gyl/ fraction, BID)
2. Extensive stage: Consolidation thoracic RT w/ 30Gy/10frs ~ 60Gy/ 30fr. i e Tk ke mm 2o

3. PCI: 25Gy/ 10fr at (2.5Gy/ fraction, 5 times per week)

PR R R 2 F e (SDID 91
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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gagepeh frisi@is (1) 2R Ao (QF 5k &% 2 b (ex. Age=75, " # it L) -
Commonly Used Doses for SABR

Total Dose | # Fractions | Example Indications
25-34 Gy Peripheral, small (<2 cm) tumors, esp. >1 cm from chest wall
4560 Gy Peripheral tumors and >1 cm from chest wall
48-50 Gy Central or peripheral tumors <4-5 cm, especially <1 cm from chest wall
50-55 Gy Central or peripheral tumors, especially <1 cm from chest wall
60-70 Gy Central tumors
OAR/Regimen 1 Fraction 3 Fractions 4 Fractions 5 Fractions
. 18 Gy 26 Gy 30 Gy
Spinal cord 14 Gy (6 Gy/fx) (6.5 Gy/fx) (6 Gy/ix)
27 Gy 30 Gy 105% of PTV
Esophagus 15.4 Gy (9 Gy/fx) (7.5 Gy/fx) Prescription®
Brachial 175G 24 Gy 27.2 Gy 32 Gy
plexus 2 DY (8 Gy/fx) (6.8 Gy/fx) (6.4 Gy/fx)
o 30 Gy 34 Gy 105% of PTV
Heart / pericardium 22 Gy (10 Gy/fx) (8.5 Gy/fx) prescription”™
49 Gy 105% of PTV
Great vessels 37 Gy NS (12.25 Gy/fx) prescription”
Trachea & proximal 202G 30 Gy 34.8 Gy 105% of PTV
bronchi =Y (10 Gy/fx) (8.7 Gylfx) prescription”
. 30 Gy 40 Gy
Rib 30 Gy (10 Gy/fx) (10 Gy/fx) NS
Skin 26 Gy 24 Gy 36 Gy 32 Gy
92
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Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.




¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

(8 Gy/fx) (9 Gy/fx) (6.4 Gy/fx)
27.2 Gy
Stomach 12.4 Gy NS (6.8 Gy/fx) NS
Maximum Dose Constraints for SABR
FE ‘%'%i‘%%k’i’%ﬁéﬁ%(SDM) 93

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Commonly Used Doses for Conventionally Fractionated and Palliative RT

Treatment Type Total Dose | Fraction Size | Treatment Duration
Definitive RT with or without chemotherapy 60-70 Gy 2 Gy 6—7 weeks
Preoperative RT 45-54 Gy 1.8-2 Gy 5 weeks
Postoperative RT
» Negative margins 50-54 Gy 1.8-2 Gy 5-6 weeks
» Extracapsular nodal extension or microscopic 54-60 Gy 1.8-2 Gy 6 weeks
positive margins
» Gross residual tumor 60-70 Gy 2 Gy 6—7 weeks
Palliative RT
» Obstructive disease (SVC syndrome or obstructive | 30-45 Gy 3 Gy 2—-3 weeks
pneumonia)
» Bone metastases with soft tissue mass 20-30 Gy 4-3 Gy 1-2 weeks
» Bone metastases without soft tissue mass 8-30 Gy 8-3 Gy 1 day-2 weeks
» Brain metastases CNS GLs* CNS GLs* CNS GLs*
» Symptomatic chest disease in patients with poor PS | 17 Gy 8.5 Gy 1-2 weeks
» Any metastasis in patients with poor PS 8-20 Gy 8-4 Gy 1 day-1 week

Normal Tissue Dose-Volume Constraints for Conventionally Fractionated RT with Concurrent Chemotherapy

OAR Constraints in 30-35 fractions
Spinal cord Max <50 Gy
Lung V20 <35%-40% ; MLD <20 Gy
Heart V50 <25%; Mean <20 Gy
Esophagus Megn <34 Gy; Max <105% of prescription dose; V60 <17%; contralateral sparing is
desirable
Brachial plexus Median dose <69 Gy

PR R R 8 F (SO
Note: All recommendations are category 2A unless otherwise indicated.
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Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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~ B REREIS R 7R B] Thermo-Ablation Therapy (TAT)
sH47 ) m o Radiofrequency Ablation(RFA) ~ #icit i) f& i Microwave Ablation(MWA) ~ 8 i g o
% Cryoablation (CA)
1-?E§iﬁ'§ﬁféf1%‘(TAT)i% oM en- BER UV R ERF N EH I IER R I B o B o chE
TEERIER L R AR EA T %?lw#::% A REXEEA T L ﬁ:r*ruf By 2R3 4 ,r.}%
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3.4 % #(Stage 1-2)NSCLC 7 i £ B 7 R EApG B 7 ch» TAT 7 ¥ 5 jnf el (FHEB7 > @7 iF

B -InRER) o
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¢ 35 .

4. %4>+ vt 3p (Stage 3-4) NSCLC » TAT ¥ i£ 4 &
S B 3R] TAT v & B dasfinfh et R iof > ¥ 1L J Se oz e
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6.4+ NSCLC fa 4 oy ¢+ TAT 7 i

A% = TAT i6 e
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Note: All recommendatlons are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged
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By # u) 2ie TR
0 #p 1 XL EG55 205 F
1 #p 2. #% RFA &« MWA % %/5 P
2 ¥ 1 #2225 25 P
1.CIT — OP &2 =/a P
3A 2.0P — C/T4c;v/cle;-.?;"aiéﬂ
3.0P - CCRT 2 =P
‘e
);FI;. }%‘ Y2 4
B 9 1.CCRT 2 =/ap
i 3B 3CH |2fFjeZHdrF 3 B2 2 2/0p
3.C/T4-6cycle 2 =iap
1. Palliative v PR B FF I B Y 5 =i
2
A 5 2. Palliative C/T 4 cycle % =5 P
" 3. &% RFA &8 MWA % %/5 P
b, FRALCH  HEHISREFL RSP
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Note: All recommendatlons are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

AR &

1. NCCN Guideline Version 6.2022 (Non-small cell lung cancer)

2. NCCN Guideline Version 6.2022 (Small cell lung cancer)

3. Percutaneous RFA of clinical stage | NSCLC  J Thorac Cardiovasc Surg. 2011 ;142:24-30. Thermal Ablation of Lung Tumors Surg
Oncol Clin N Am. 2011

4. Hiraki, Takao ;Gobara, Hideo ;Mimura, Hidefumi ;Matsui, Yusuke ;Toyooka, Percutaneous radiofrequency ablation of clinical stage | non-
small cell lung cancer , July 1, 2011 J Thorac Cardiovasc Surg 142(1),Pages: 24-30.

SRR GER B SR I7 & Bp s edR2

6. Chemotherapy regimens references

7.Winton T, Livingston R, Johnson D, et al. Vinorelbine plus cisplatin vs. observation in resected non-small-lung cancer. N Engl J Med
2005;352:2589-2597.

8. Belani CP, Choy H, Bonomi P, et al. Combined chemoradiotherapy regimens of paclitaxel and carboplatin for locally advanced non-small-
cell lung cancer: a randomized phase Il locally advanced multi-modality protocol. J Clin Oncol 2005;23(25):5883-5891.

9.0he Y, Ohashi Y, Kubota K, et al. Randomized phase 111 study of cisplatin plus irinotecan versus carboplatin plus paclitaxel, cisplatin plus
gemcitabine, and cisplatin plus vinorelbine for advanced non-small-cell lung cancer: Four-Arm Cooperative Study in Japan. Ann Oncol
2007;18:317-323. Epub 2006 Nov 1.

10. Fossella F, Pereira JR, von Pawel J, et al. Randomized, multinational, phase 11l study of docetaxel plus platinum combinations versus
vinorelbine plus cisplatin for advanced non-small-cell lung cancer: the TAX 326 study group. J Clin Oncol 2003;21(16):3016-24. Epub
2003 Jul 1.

11.Danson S, Middleton MR, O'Byrne KJ, et al. Phase 111 trial of gemcitabine and carboplatin versus mitomycin, ifosfamide, and cisplatin or
mitomycin, vinblastine, and cisplatin in patients with advanced nonsmall cell lung carcinoma. Cancer 2003;98(3):542-553.

12.Scagliotti GV, Turrisi 111 AT: Docetaxel-based combined-modality chemoradiotherapy for locally advanced non-small cell lung cancer
(review). The Oncologist 2003; 8:361-374

AR ‘%'%i‘i%'ki’%éﬁﬂ"é%(SDM) 97

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

13.\okes EE, Herndon Il JE, Green MR, et al: Randomi zed Phase Il Study of Cisplatin With Gemcitabine or Paclitaxel or Vinorelbine as
Induction Chemotherapy Followed by Concomitant Chemoradiotherapy for Stage 111B Non—-Small-Cell Lung Cancer: Cancer and
Leukemia Group B Study 9431 J Clin Oncol 2002; 20:4191-4198

14.A Systematic Review of Radiofrequency Ablation for Lung Tumors  Ann Surg Oncol. 2008 P.1765~1774

15.Long-term outcome of image-guided percutaneous RFA of lung metastases an open-labeled prospective trial of 148 patients  Ann
Oncol. 2010 P. 2017~2022

16.Lung RFA for the Treatment of Unresectable Recurrent NSCLC After Surgical Intervention Cardiovasc Intervent Radiol. 2011

17.Arriagada R,Le Chevalier T,Riviere A et al. Patterns of failure after prophylactic cranial irradiation in small-cell lung cancer:analysis
Of 505 randomized patients. Annals of oncology 2002;13:748-754.

18.Auperin A, Arriagada R, Pignon JP, et al.Prophylactic cranial irradiation for patients with small-cell lung cancer in complete remission.
Prophylactic Cranial Irradiation Overview Collaborative Group. N Engl J Med 1999;341:476-484.

19.Slotman B,Faivre-Finn C,Kramer G, et al.Prophylactic cranial irradiation in extensive small-cell lung cancer. N Engl J Med 2007;357:

664-672.

20. Kreuter M, Vansteenkiste J, Fishcer JR, et al. Randomized phase 2 trial on refinement of early-stage NSCLC adjuvant chemotherapy with

cisplatin and pemetrexed versus cisplatin and vinorelbine: the TREAT study. Ann Oncol 2013;24:986-992.

21.Strauss GM, Herndon 111 JE, Maddaus MA, et al. Adjuvant paclitaxel plus carboplatin compared with observation in stage 1B non-small

cell lung cancer: CALGB 9633 with the Cancer and Leukemia Group B, Radiation Therapy Oncology Group, and North Central Cancer

Treatment Group Study Groups. J Clin Oncol 2008;26:5043- 5051.

22.Usami N, Yokoi K, Hasegawa Y, et al. Phase Il study of carboplatin and gemcitabine as adjuvant chemotherapy in patients with completely

resected non-small cell lung cancer: a report from the Central Japan Lung Study Group, CILSG 0503 trial. Int J Clin Oncol 2010;15:583-587.

23.Zhang L, Ou W, Liu Q, et al. Pemetrexed plus carboplatin as adjuvant chemotherapy in patients with curative resected non-squamous non-

small cell lung cancer. Thorac Cancer 2014;5:50-56.

24.Choy H, Gerber DE, Bradley JD, et al. Concurrent pemetrexed and radiation therapy in the treatment of patients with inoperable stage IlI

AR ‘%'%i‘i%'—%’i’%ﬁ'*éﬂ"éfn(SDM) 98

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

non-small cell lung cancer: a
systematic review of completed and ongoing studies. Lung Cancer 2015;87:232-240.
25.Senan S, Brade A, Wang LH, et al. PROCLAIM: randomized phase I11 trial of pemetrexed-cisplatin or etoposide-cisplatin plus thoracic
radiation therapy followed by consolidation chemotherapy in locally advanced nonsquamous non-small-cell lung cancer. J Clin Oncol
2016;34:953-962.
26.Bradley JD, Paulus R, Komaki R, et al. Standard-dose versus high-dose conformal radiotherapy with concurrent and consolidation
carboplatin plus paclitaxel with or without cetuximab for patients with stage I11A or 11I1B non-small-cell lung cancer (RTOG 0617): a
randomised, two-by-two factorial phase 3 study. Lancet Oncol 2015;16:187-199.
27.Antonia SJ, Villegas A, Daniel D, et al. Overall survival with durvalumab after chemoradiotherapy in stage 111 NSCLC. N Engl J Med
2018;379:2342-2530
28.Perol M, Chouaid C, Perol D, et al. (2012). Randomized, phase 111 study of gemcitabine or erlotinib maintenance therapy versus
observation, with predefined second-line treatment, after cisplatin-gemcitabine induction chemotherapy in advanced non-small-cell lung
cancer. J Clin Oncol ,30, 35163524.
29.Douillard JY, Rosell R, De Lena M, et al. (2006). Adjuvant vinorelbine plus cisplatin versus observation in patients with completely
resected stage IB-111A non-small-cell lung cancer (Adjuvant Navelbine International Trialist
Association [ANITA]): a randomised controlled trial. Lancet Oncol ,7,719-727.
30.Albain KS, Crowley JJ, Turrisis AT 111, et al. (2002). Concurrent cisplatin, etoposide, and chest radiotherapy in pathologic stage 111B non-
small-cell lung cancer: a Southwest Oncology Group phase Il study, SWOG 9019. J Clin Oncol ,20, 3454-3460.
31.Curran WJ Jr, Paulus R, Langer CJ, et al. (2011). Sequential vs. concurrent chemoradiation for stage 111 non-small cell lung cancer:
randomized phase 11 trial RTOG 9410. J Natl Cancer Inst, 103,1452-1460.
32.Govindan R, Bogart J, Stinchcombe T,et al. (2011). Randomized phase Il study of pemetrexed, carboplatin, and thoracic radiation with or
withoutcetuximab in patients with locally advanced unresectable non-smallcell lung cancer: Cancer and Leukemia Group B trial 30407. J Clin
Oncol,29,3120-3125.

AR ‘%'%i‘i%'—ki’%?ﬁﬁ%(SDM) 99

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

33.Scagliotti GV, Parikh P, von Pawel J, et al. (2008). Phase 11l study comparing cisplatin plus gemcitabine with cisplatin plus pemetrexed in

chemotherapy-naive patients with advanced-stage non-small-cell lung cancer. J Clin Oncol,26,3543-3551.

34.Schiller  JH, Harrington D, Belani CP, et al. (2002). Comparison of four chemotherapy regimens for advanced non-small-cell lung cancer.

N Engl J Med ,346, 92-98.

35.Kelly K, et al. (2001). Randomized phase 111 trial of paclitaxel plus carboplatin versus vinorelbine plus cisplatin in the treatment of patients

with advanced non--small-cell lung cancer: a Southwest Oncology Group trial. J Clin Oncol ,19(13),3210-3218.

36.Riedel RF, et al. (2007). A phase 11 trial of carboplatin/vinorelbine with pegfilgrastim support for the treatment of patients with advanced

non-small cell lung cancer. J Thorac Oncol, 2(6),520-525.

37.Cardenal F, Lopez-Cabreizo MP, Anton A, et al. (1999).Randomized phase 111 study of gemcitabine-cisplatin versus etoposide-cisplatin in

the treatment of locally advanced or metastatic non-small-cell lung cancer. J Clin Oncol, 17,12-18.

38.Frasci G, Comella P, Panza N, et al. (1998). Carboplatin-oral etoposide personalized dosing in elderly non-small cell lung cancer patients.

Gruppo Oncologico Cooperativo Sud-Italia. Eur J Cancer ,34,1710-1714.

39.Klastersky J, Sculier JP, Lacroix H, et al. (1990). A randomized study comparing cisplatin or carboplatin with etoposide in patients with

advanced non-small-cell lung cancer: European Organization for Research and Treatment of Cancer Protocol 07861. J Clin Oncol ,8, 1556-

1562.

40.Handbook of evidence-based radiation oncology

41.Prophylactic cranial irradiation for patients with SCLC in complete remission. NEJM 1999; 341:476-484

42.Toxicity and outcome results of RTOG 93-11: A phase I-11 dose escalation study using 3-D CRT in patientwith inoperable NSCLC

IJROBP 2005; 61: 318-28

43.Long-term benefit is observed in a phase 111 comparison of sequential vs concurrent chemo-radiation for patients with unresected stage 11

nsclc: RTOG 9410. [Abstract] Proceedings of the American Society of Clinical Oncology 22: A-2499, 2003.

44.Randomzied phase 111 trial of sequential chemoradiotherapy compared with concurrent chemoradioherapy in locally advanced non-

small-cell lung cancer: Groupe Lyo-Saint-Etienne d’Oncologie thoracique-Groupe Francc5ais de Pneumo-Cancerologie NPC9501 Study.
AR ‘?’r—?'%i%%’—%’i’%ﬁﬁéﬂ"éfn(SDM) 10

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



¥™F  Chung Shan Medical University Hospital Wk Rdn sl Clinical Guideline 2023 version17.0
v L]

JC02005;23:5910-5917

45, Standard-dose versus higher-dose prophylactic cranial irradiation (PCI) in patients with limited-stage small-cell lung cancer in complete
remission after chemotherapy and thoracic radiotherapy. Lancet Oncology 2009; 10:467-74

46.Standard-dose versus higher-dose prophylactic cranial irradiation (PCI) in patients with limited-stage small-cell lung cancer in complete
remission after chemotherapy and thoracic radiotherapy. Lancet Oncology 2009; 10:467-74

47.Induction chemoradiation and surgical resection for superior sulcus non-small cell lung carcinomas:long-term results of SWOG 94-16
(INT 0160). JCO 2007; 25: 313-8

48.Prophylactic Cranial Irradiation in Extensive SCLC NEJM 2007; 357: 664-72

49.wice-daily compared with once-daily thoracic radiotherapy in limited small cell lung cancer treated concurrently with cisplatin and
etoposide. NEJM 1999; 340: 265-271

50.Postoperative radiotherapy in non-small-cell lung cancer: systematic review and meta-analysis of individual patient data from nine
randomized controlled trials. PORT Meta-analysis Trialist Group. Lancet 1998; 352: 257-263

51.Induction chemotherapy followed by chemoradiotherapy compared with chemoradiotherapy alone for regionally advanced unresectable
stage 111 Non-small-cell lung cancer: Cancer and Leukemia Group B. J Clin Oncol 25 (13): 1698-704, 2007

52. Use of thoracic radiotherapy for extensive stage small-cell lung cancer: a phase 3 randomised controlled trial. Lancet. 2015;385;36-42

PR R R 2 F e (SDID 10
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.



