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Page3 [AJCC % 4 %< TNM stage group Replenish 9th AJCC TNM staging
WORK-UP
Pathology review
* H& P (include performance status + weight loss)
* CT chest and upper abdomen with contrast, including Update work up added bullet 6
adrenals * For stage IB-II1A
" CBC, P latelets » PDL-1 testing
Page9 |+ Chemistry profile - : » Molecular testing for EGFR, ALK(especially
* Smoking cessation advice, counseling, and adenocarcinoma prefer);
harmacothera : s
PIntegrate pallFa}t’ive care Evaluate for perioperative therapy
* For tools to aid in the optimal assessment and management
of older adults, see the NCCN Guidelines for Older Adult
Oncology
Revised stage IA-I11A
Page 10 |Consider pathologic Mediastinal lymph node Evaluation Consider pathologic Mediastinal lymph node Evaluation
added optional
I%‘[(E)lige IB(peripheral T2a, N0) > Stage I(central Tlabe-T2a, Stage IB(peripheral T2a, NO) ; Stage I(central Tlabc-T2a,
. . NO
Slage Egl("l}?;i%b’ NI;T2b,NO) 5 Stage I1B (T3, NO) 5 Sta?ge T(T1abc-T2ab, N1;T2b,N0) ; Stage IIB (T3, NO) ;
age R 5 b M 5
Page 11 |PRETREATMENT EVALUATION Stage I1IA (T3, N1)

negative mediastinal nodes / positive mediastinal nodes
Initial treatment for medically inoperable was NO finding go
through definitive RT including SABR then consider
adjuvant chemotherapy and Durvalumab for high stage IB-11

Revised PRETREATMENT EVALUATION NO-1 or N2-3
And initial treatment for medically inoperable was NO
finding go through definitive RT including SABR then
consider adjuvant chemotherapy for high stage I1

Update-1
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Page 12

Finding at surgery for adjuvant treatment

® Stage IB(T2a, N0);Stage 11A(T2b, NO) for

» RO then Observe or Chemotherapy for high-risk
patients following by osimertinib (EGFR exon 19
deletion or exon 21 L858R) or Atezolizumab (IIA)or
pembrolizumab(IB-I11A)

» R1/2 then Reresection(preferred)+ chemotherapy or RT

+chemotherapy(for stage I1A)

Stage 11B(T1abc-2a; N1)Stage 11B(T3, NO; T2b, N1)

RO then Chemotherapy (category 1) gr Atezolizumab*

(Stage ITA ~ 1IB ~ III) or osimertinib (sensitive EGFR

mutation)

» R1 Reresection+ chemotherapy or Chemoradiation
(sequential or concurrent)

» R2 Reresection+ chemotherapy or Concurrent
chemoradiation

® Stage I11A(T1-2,N2;T3,N1)Stage I1IB(T3,N2)

RO then Atezolizumab or pembrolizumab or osimertinib

(sensitive EGFR mutation) or Sequential chemotherapy + RT

(N2 only)

Y @

Finding at surgery for adjuvant treatment
All Chemotherapy revised to Adjuvant systemic therapy

Page 13

Stage 11B(T3 invasion, NO) and Stage II1A(T4, extension,
NO-1; T3, N1;T4,N0O-1)

CLINICAL EVALUATION for different pathway

chest wall Treatment (Pagel10 )

Proximal airway

or mediastinum Treatment (Pagel0 )

Unresectable disease

Positive mediastinal nodes

Stage 11B(T3 invasion, NO) and Stage I11A(T4, extension,
NO-1; T3, N1;T4,NO-1)

Combined Chest wall trachea/carina, mediastinum or
Diaphragm diaphragm go for the same treatment rote
Unresectable disease revised to N2 disease and go through
to stage 1A 111B treatment

Positive mediastinal odes revised N3 disease and go
through go stage IIIC

Update-2




':"' Chung Shan Medical University Hospital

R R A

Clinical Guideline 2026 version 20.0

F ¥ ¥ 19 5% % 20 %
: . : Superior sulcus tumor (T3 invasion,N0O-1) and (T4
Superior sulcus tumor (T3 invasion,N0-1) . ’
Page 14 |Surgery + chemotherapy then Consider extensmn,NQ—l) after Surggry N chemotherapy
or Atezolizumab, or pembrolizumab or Osimertinib De}ete Cpps1der: or Atezolizumab or pembrolizumab or
’ Osimertinib#
Superior Sulcus tumor (T4 extension,N0O-1)
: : Unresectable after Definitive combined chemoradiation
Superior Sulcus tumor (T4 extension,NO-1) . :
Page 14 [Unresectable after Definitive combined chemoradiation then rexflsgd to Durvalumab(category 1) (lf no EGFR exon 19
Durvalumab(category 1) de etion or L85 8R)(categ9ry 1) or Osimertinib(category
1)(if EGFR exon 19 deletion or L§58R) and added
National Health Insurance, chapter 9 bullet 69
Revised Chest wall, trachea/carina, mediastinum or
. : 1. . _| diaphragm and deleted proximal airway or
%heSt wall(T3 invasion, NO-1;Resectable T4, extension, NO mediastinum(T3 invasion, NO-1;Resectable T4, extension,
: : NO-1)
® After surgery was margin negative(R0) then : :
chemoth egr argy and Co r%si der %r Ate(zoli)zumab or After surgery was margin nega‘qve(RO) then chemptherapy
pembrolizumab or osimertinibr# and deleted Copsider or Atezolizumab or pembrolizumab
® Revised After surgery was margin positive(R1) then }0{ Oilmzﬂ:}}[br : ivo(R1) th
Page 15 Reresection +chemotherapy or Chemoradiation cplase er surgery was margin positive(R1) then

(sequential or concurrent)

® Stage [IIA (T4, NO-1) After surgery margin negative(RO)
then observe and Margins positive(R1, R2) Reresection
and/or RT boost

Stage IIIA (T4, NO-1) Unresectable after Definitive

combined chemoradiation then Durvalumab(category 1)

Reresection + systemic therapy or Chemoradiation
(sequential or concurrent)

Stage IIIA (T4, NO-1)after surgery Margins negative(R0)
observe added Adjuvant systemic therapy and Margins
positive(R1, R2) Reresection and/or RT boost then added
Adjuvant systemic therapy

Definitive concurrent chemoradiation(category 1) then
revised consolidation therapy

Update-3
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Revised Chest wall, trachea/carina, mediastinum or
. : 1. . _| diaphragm and deleted proximal airway or
(l:)hest wall(T3 invasion, NO-1;Resectable T4, extension, NO mediastinum(T3 invasion, NO-1;Resectable T4, extension,
: : NO-1
® After surgery was margin negative(R0) then o At)”ter surgery was margin negative(R0) then
chemoth.erapy and an&dqr ot Atezolizumab or chemotherapy and deleted Consider or Atezolizumab or
pembrolizumab or osimertinibr# . : o
® Revised After surgery was margin positive(R1) then pembrolizumab or osimertinibr
; gety gin p N ® Replased After surgery was margin positive(R1) then
Page 15 Reresection +chemotherapy or Chemoradiation Reresection + svstomic therapy or Chemoradiation
(sequential or concurrent) : Y Py
q : : (sequential or concurrent)
® Stage [1IA (T4, NO-1) After surgery margin negatwe(RO) ® Stage ITA (T4, NO-1)after surgery Margins
;};%r;oibﬁ%r\ézgztd Margins positive(R1, R2) Reresection negative(R0) observe added Adjuvant systemic therapy
S " and Margins positive(R1, R2) Reresection and/or RT
tage [1IA (T4, NO-1) Unresectable after Definitive boost then added Adjuvant systemic therapy
combined chemoradiation then Durvalumab(category 1) Definitive concurrent chemoradiation(category 1) then
revised consolidation therapy
Stage I11A (T1-2, N2) ~ Stage 1IB (T3, N2) Stage 1A (T1-2, N2) ~ Stage I1IB (T3, N2)
Pace 16 MEDIASTINAL BIOPSY FINDINGS AND MEDIASTINAL BIOPSY FINDINGS AND
8¢ % |RESECTABILITY RESECTABILITY nodes negative deleted N2,N3 and
N2,N3 nodes negative and N2 nodes positive nodes positive revised N1-2
MEDIASTINAL BIOPSY FINDINGS
Page 17 |None

ADDED TINO and T2-3NO0 treatment pathway

Update-4
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MEDIASTINAL BIOPSY FINDINGS for
@® Revised T1-3, N1 nodes positive,MO0
> resectable Surgical resection + mediastinal lymph node
dissection or systematic lymph node sampling added
MEDIASTINAL BIOPSY FINDINGS for after preoperative systemic therapy
® T1-3,N1 » Medically inoperable deleted See Treatment according
Surgical resection + mediastinal lymph node dissection or to clinical stage and updated Definitive concurrent
systematic lymph node sampling chemoradiation then Durvalumab((if no EGFR exon 19
Page 18 |Medically inoperable See Treatment according deletion or L858R)(category 1) or Osimertinib(category
to clinical stage 1)(if EGFR exon 19 deletion or L858R) and added
® T1-T3N2 nodes Positive, MO for Definitive concurrent National Health Insurance, chapter 9 bullet 69 then
chemoradiation then Durvalumab Surveillance
T3(invasion),N2 nodes postive,MO treatment pathway ® Revised T1-T3, N2 nodes Positive, MO
After Definitive concurrent chemoradiation then
Durvalumab revised consolidation therapy
Deleted T3(invasion),N2 nodes postive,MO0 treatment
pathway
Separate pulmonary nodule(s), same lobe
(T3, NO-1), or ipsilateral non-primary lobe (T4, NO-1) Revised Surgery after preoperative systemic therapy
Page 19 |(#*£ micro primary lung cancer) And NO-1 after chemotherapy then deleted consider
Surgery NO-1 after chemotherapy then consider Atezolizumab or pembrolizumab or Osimertinib
Atezolizumab or pembrolizumab or Osimertinib
® Multiple lung Cancers (NO-1) then divided into Multiple lung Cancers raised(suspected or comfirmed)
Page 20 Asymptomatic and Symptomatic (NO-1) and deleted Asymptomatic and Symptomatic and

Multiple lesions low risk for observation revised to follow up

low risk for Observation revised to follow up

Update-5
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Stage 111B(T4 ,N2)Stage 111C(T4,N3) with INITIAL
. TREATMENT
?tl%%z%l\%ET,NZ)Stage HHIC(T4,N3) with INITIAL Ipsilateral, mediastinal node positive(T4,N2) then go
. - . Definitive concurrent chemoradiation (category 1) deleted
Ipsilateral, mediastinal node positive(T4,N2) then go L .
Page 22 o - Definitive concurrent chemoradiation (category 1)
Definitive concurrent chemoradiation (category 1) then : . ) :
: Osimertinib (if EGFR exon 19 deletion or L858R) revised
Durvalumab(category 1) and then Surveillance "
treatment pathway to Definitive concurrent
chemoradiation(category 1) then Operation(optional) or
Consolidation therapy
Stage IVA, M1b Stage IVA, M1b
Pace 23 Limited metastases confirmed Updated Solitary or Limited metastases confirmed
& Multiple metastases See Systemic Therapy for Metastatic Multiple metastases See Systemic Therapy for revised
Disease Advanced or Metastatic Disease
Definitive therapy for thoracic disease feasible Definitive therapy for thoracic disease feasible
Page 24 Consider systemic therapy (Page 21) revised to and restaging| Consider systemic therapy (Page 21) revised to as

to confirm non-progression or Proceed to definitive therapy

Advanced /Metastatic Disease and restaging to confirm
non-progression or Proceed to definitive therapy

Update-6
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Page 25

SURVEILLANCE AFTER COMPLETION OF
DEFINITIVE THERAPY for No evidence of
clinical/radiographic disease

® Stage [-II(primary treatment included surgery+

chemotherapy)

» H&P and chest CT + contrast every 3-6 mo for 2-3 y,
then H&P and a LDCT annually

® Stage [-II (primary treatment included RT) or stage III or

stage IV (oligometastatic with all sites treated with definitive

intent)

» H&P and chest CT + contrast every 3—6 mo for 3 y, then
H&P and chest CT =+ contrast every 6 mo for 2 y, then
H&P and a LDCT annually

» Residual or new radiographic abnormalities may require
more frequent imaging

® Smoking cessation advice, counseling and

Pharmacotherapy
PET/CT

SURVEILLANCE AFTER COMPLETION OF
DEFINITIVE THERAPY

Added bullet 5

* Brain MRI as clinically indicated based on risk
assessment

Page 27

THERAPY FOR RECURRENCE AND METASIS
Pleural metastases or Disseminated metastases
See pathway for Stage IV, M1b

THERAPY FOR RECURRENCE AND METASIS
Revised Pleural metastases or Disseminated metastases
See pathway for Stage IV, M1b added and Stage IVB,M1c
(Page 15)
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TESTING SUBTYPE
Molecular testing, ex:
x ;
~EGFR mutation ,ALK,ROSI, TESTING SUBTYPE added c-Met/MET and Replenish
Page 28 BRAF, METex14 ERBB2(HER?)
* RET,KRAS,NTRK1/2/3,
*ERBB2
* PD-LI testing
Page 29 |None Added NRG1 gene fusion positive and page
EGFR exon 19 deletion or L858R mutations
Preferred Osimertinib (category 1) and
Usef_uI. in Certain Circumstances EGFR exon 19 deletion or L858R mutations then two
Afatinib (category 1) : ) :
PP pathway all updated (Carboplatin + Cisplatin )/
Page 30  |or Dacomitinib (category 1) : <
. Osimertinib+pemetrexed (nonsquamous)(category 1)
or Erlotinib (category 1) Amivantamab+Lazertinib(category 1)
or Erlotinib + Bevacizumab
or Erlotinib + Ramucirumab
or Gefitinib (category 1)
Progression on Osimertinib or Amivantamab-vmjw + Progre.ss.l on on Os1mert1n1‘p or Amivantamab-vmjw -+
O°, ; : Lazertinib For Muliple lesions treatment updated
Lazertinib for Muliple lesions treatment Amivantamab-vmjw-+Lazertinib(if not previously given)
Page 31 |Amivantamab-vmjw + Lazertinib(if not previously given) J P Y&

or Systemic therapy Adenocarcinoma or Squamous Cell
Carcinoma

+Carboplatin+Pemetrexed(nonsquamous)(category
I)(preferred) or Systemic therapy Adenocarcinoma or
Squamous Cell Carcinoma

Update-8
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ALK rearrangement positive for Preferred
Pace 36 Alectinib (category 1) ALK gene fusion for Preferred added
age or Brigatinib (category 1) Ensartinib(category 1)
or Lorlatinib (category 1)
Ero%rqssg)rfl on Alectinib or Brigatinib or Ceritinib or Progression on Alectinib or Brigatinib or Ceritinib or
orlatinib for .. ..
Page 37 \SUBSEQUENT THERAPY of Lorlatinib(option for resistant IL{gﬂf‘etlll?;E g‘l’fdi[{]fgsg\%] ENT THERAPY of Lorlatinib
mutation such as ALK G1202R) P
ROS1 rearrangement positive for ROS1 rearrangement ROS1 gene fusion for ROS1 gene fusion
discovered prior to ﬁrst-hp_e Systemic therapy discovered prior to first-line systemic therapy
Other Recommended Qerltmlb . : : Deleted Other Recommended Ceritinib and updated
Pace 39 ROSI rearrangement discovered durlng.ﬁrst-hne systemic Or Taletrectinib
age r Taletrectini
Thc?rapy then Complete P lanned systemic therap YV 1nqlqd1ng ROSI1 rearrangement discovered during first-line systemic
maintenance therapy, or interrupt, followed by Crizotinib therapy
(preferred) or Entrectinib(preferred) or . .
Repotrectinib(preferred) or ceritinib Deleted ceritinib and updated Taletrectinib(preferred)
Progression, on Entrectinib, Crizotinib, Repotrectinib,
ceritinib for Asymptomatic of SUBSEQUENT THERAPY
® (Consider definitive local therapy (eg, SABR or surgery) | Progression, on Entrectinib,Crizotinib,Repotrectinib,
Page 40 for limited lesions Deleted ceritinib added or Taletrectinib

® (Continue Crizotinib,Entrectinib, or Repotrectinib or
Taletrectinib

Or Repotrectinib™® (if not previously given) or Taletrectinib

or Lorlatinib

SUBSEQUENT THERAPY deleted ceritinib and updated
Taletrectinib for any pathway

Update-9
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NTRK1/2/3 gene fusion discovered during first-line systemic NTRK.I/2/3 gene fusion discovered during first-line
systemic therapy to Complete planned
therapy to Complete planned . . : :
Page 42 : : . : systemic therapy, including maintenance therapy,
systemic therapy, including maintenance therapy, : . ..
: . . or interrupt, followed by Entrectinib or Larotrectinib
or interrupt, followed by Entrectinib or Larotrectinib ..
Added or Repotrectinib
RET rearrangement positive with RET rearrangement
discovered prior to first-line systemic therapy or RET
rearrangement discovered during  first-line systemic RnET rearrangement positive revised to Cabozantinib for
Page 44  [therapy 2 line and deleted See Initial systemic therapy options
In Useful in Certain Circumstances : Cabozantinib and Adenocarcinoma or Squamous cell carcinoma
Other Recommended See Initial systemic therapy options
Adenocarcinoma or Squamous cell carcinoma
ERBB2(HER2)mutation positive ERBB2 HER?2) mutation positive
After Tumor response evaluation for Progression After Tumor response evaluation for Progression
Pace 45 Preferred Preferred
& Fam-trastuzumab deruxtecan-nxki Fam-trastuzumab deruxtecan-nxki added or Zongertinib
Other Recommended Other Recommended
Ado-trastuzumab emtansine Ado-trastuzumab emtansine
Page 46 |None Updated NRG1 gene fusion treatment pathway
Page 49 | Chemotherapy principles Update and refresh chemotherapy protocol of

Neoadjuvant ~ Adjuvant ~ Advanced/Metastatic regimen
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Page 57 |Nil Updated TKI regimen
SBRT dose SBRT dose
Pace 83 Commonly Used Doses for SABR and Maximum Dose Commonly Used Doses for SABR and Maximum Dose
£¢ Constraints for SABR Constraints for SABR
Example Indications lists for any organs Updated Peripheral tumors for 50-60 Gy/5Fr.
Normal Tissue Dose-Volume Constraints for Conventionally | Normal Tissue Dose-Volume Constraints for
Page 85 |Fractionated RT with Concurrent Chemotherapy to Heart for | Conventionally Fractionated RT with Concurrent
V50 Chemotherapy to Heart for V40 <25%; Mean <20 Gy
Page 88  |Ref. 1-52 Update and refresh all reference then deleted reference

over ten years

Update-11
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~ TNM % #p

AJCC % ~ % 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 | Tumor <3 cm in greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic evidence of invasion more
proximal than the lobar bronchus (i.e., not in the main bronchus)
*T1mi Minimally invasive adenocarcinoma: adenocarcinoma (<3 cm in greatest dimension) with a predominantly lepidic pattern and <5 mm
invasion in greatest dimension
*T1la 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 c¢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

NX | Regional lymph nodes cannot be assessed T N M T N M

NO No reglorilag l}frnI.)h node me?tastas1s. Oceult TX NO | Mo Stage Tla N3 MO

N1 ?If:itlzstgzlls in ipsilateral peribronchial and/or Carcinoma [IB T1b N3 MO
hilar lymph nodes and intrapulmonary nodes, Stage 0 Tis NO | MO Tlc N3 MO
including Stage IA1 | Tlmi | NO | MO T2a N3 MO
involvempqt by direct extensiop . Tla NO | Mo T2b N3 MO

N2 Metastasis in contralateral mediastinal,
contralateral hilar. Stage 1A2 T1b NO MO T3 N2 MO
ipsilateral or contralateral scalene, or Stage IA3 | Tlc NO | MO T4 N2 MO
Sulzlm(‘?l)am‘ﬂaf lymph StageIB  |T2a | NO | MO Stage T3 N3 MO
node(s

N3 Metastasis in contralateral mediastinal, Stage 1A T2b NO | MO Hic T4 N3 Mo
contralateral hilar, Stage I11B Tla N1 | MO Stage Any T Any N Mla
ipsilatelral‘ orlcorlltrala;[leral scalene, or Tib N1 | Mo IVA Any T Any N Mlb
supraclavicula ymp T2 N1 | Mo Smge | AmT | AN | Mic

T2b N1 | MO IVB

M Distant Metastasis 13 NO | MO

MO No distant metastasis Stage ITIA | Tla N2 | MO

M1 Distant metastasis T1b N2 | MO

M1a | Separate tumor nodule(s) in a contralateral lobe; T2a N2 | MO
tumor ‘ ‘ ' T2b N2 | MO
with pleural or peqcardlal podules or malignant T3 N1 | Mo
pleural or pericardial effusiona

M1b | Single extrathoracic metastasis in a single organ T4 NO | MO
(including involvement of a single nonregional T4 N1 MO
node)

Mi1c | Multiple extrathoracic metastases in a single
organ or in multiple organs
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AJCC % 4 %) TNM stage
T Category[T Criteria ]

Primary tumor cannot be assessed

Includes tumors proven by the presence of malignant cells
TX X X . e
in sputum or bronchial washings but not visualized by
imaging or bronchoscopy

TO No evidence of primary tumor
Carcinoma in situ
Tis Squamous cell carcinoma in situ (SCIS)

Adenocarcinoma in situ (AlS): adenocarcinoma with pure
lepidic pattern, < 3 cm in greatest dimension

Tumor < 3 c¢m in greatest dimension surrounded by lung
T1 or visceral pleura, or in a lobar or more peripheral
bronchus

Minimally invasive adenocarcinoma: adenocarcinoma (< 3
Timi cm in greatest dimension) with a predominantly lepidic
pattern and < 5 mm invasion in greatest dimension

Tumor < 1 cm in greatest dimension OR

Tumor of any size whose invasive component is limited to
Tla the bronchial wall and may extend proximal to the main
bronchus, this is an uncommon superficial,spreading

tumor
T1b Tumor > 1 cm but < 2 c¢m in greatest dimension
Tlc Tumor > 2 cm but < 3 cm in greatest dimension

Tumor > 3 cm but < 5 cm in greatest dimension OR
Tumor < 4 cm with one or more of the following features:
Y Invades visceral pleura

T2 Y Invades an adjacent lobe

Y Involves main bronchus (up to but not including the
carina) or associated with atelectasis or obstructive
pneumonitis, extending to the hilar regions, involving
either part of or the entire lung

Tumor > 3 cm but <4 cm in greatest dimension OR
Tumor < 4 cm in greatest dimension with one or more of the following features:
* Invades visceral pleura

T2a * Invades an adjacent lobe
¢ Involves main bronchus (up to but not including the carina) or associated with
atelectasis or obstructive pneumonitis, extending to the hilar regions, involving either
part of or the entire lung
Tumor >4 cm but <5 cm in greatest dimension with or without any of the following
features:
* Invades visceral pleura

T2b * Invades an adjacent lobe
* Involves main bronchus (up to but not including the carina) or associated with
atelectasis or obstructive pneumonitis, extending to the hilar regions, involving either
part of or the entire lung
Tumor >5 cm but < 7 cm in greatest dimension OR
Tumor < 7 cm with one or more of the following features:
* Invades parietal pleura or chest wall

T3 * Invades pericardium, phrenic nerve or azygos vein
Although these structures lie within the mediastinum, the degree of mediastinal
penetration by the tumor needed to invade these structures is not counted as T4
* Invades thoracic nerve roots (i.e., T1, T2) or stellate ganglion
» Separate tumor nodule(s) in the same lobe as the primary
Tumor > 7 cm in greatest dimension OR
Tumor of any size with one or more of the following features:
* Invades mediastinum (except structures listed in T3), thymus, trachea, carina,
recurrent laryngeal nerve, vagus nerve, esophagus or diaphragm

T4 * Invades heart, great vessels (aorta, superior/inferior vena cava, intrapericardial
pulmonary arteries/veins), supra-aortic arteries or brachiocephalic veins
* Invades subclavian vessels, vertebral body, lamina, spinal canal, cervical nerve
roots or brachial plexus (i.e., trunks, divisions, cords or terminal nerves)
» Separate tumor nodule(s) in a different ipsilateral lobe than that of the primary
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Definition of Regional Lymph Node (N)

N Category \N Criteria

NX Regional lymph nodes cannot be assessed

NO No tumor involvement of regional lymph node(s)

N Tumor involvement of ipsilateral peribronchial and/or ipsilateral hilar and/or ipsilateral intrapulmonary lymph node station(s),
including involvement by direct extension

N2 Tumor involvement of ipsilateral mediastinal nodal station(s) and/or subcarinal lymph node station

N2a Tumor involvement of a single ipsilateral mediastinal nodal station or of the subcarinal nodal station

N2b Tumor involvement of multiple ipsilateral mediastinal nodal stations with or without involvement of the subcarinal nodal
station

N3 Tumor involvement of contralateral mediastinal, contralateral hilar, ipsilateral/ contralateral scalene, or ipsilateral/contralateral
supraclavicular lymph node station(s)
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Definition of Distant Metastasis (M)

M Category \M Criteria

cMO No distant metastasis
cM1 Distant metastasis

Metastasis in pleural or pericardial nodules, and/or malignant pleural or pericardial effusions, and/or separate tumor nodule(s) in a
contralateral lobe

cMla Note: Most pleural (pericardial) effusions with lung cancer are a result of the tumor. In a few patients, however, multiple microscopic
examinations of pleural (pericardial) fluid are negative for tumor, and the fluid is non-bloody and not an exudate. If these elements and
clinical judgment dictate that the effusion is not related to the tumor, the effusion should be excluded as a staging descriptor

cM1b Single extrathoracic metastasis in a single organ system (including involvement of a single non-regional node)

cMlc Multiple extrathoracic metastases in a single or multiple organ system(s)

Multiple extrathoracic metastases in a single organ system
cMlcl For example, the skeleton is considered one organ. Several metastases in a single bone or several metastases in several bones are
classified as M1cl

cM1c2 |Multiple extrathoracic metastases in multiple organ systems

pM1 Microscopic confirmation of distant metastasis

Microscopic confirmation of metastasis in pleural or pericardial nodules, and/or malignant pleural or pericardial effusions, and/or
separate tumor nodule(s) in a contralateral lobe

pMla Note: Most pleural (pericardial) effusions with lung cancer are a result of the tumor. In a few patients, however, multiple microscopic
examinations of pleural (pericardial) fluid are negative for tumor, and the fluid is non-bloody and not an exudate. If these elements and
clinical judgment dictate that the effusion is not related to the tumor, the effusion should be excluded as a staging descriptor

Microscopic confirmation of single extrathoracic metastasis in a single organ system (including involvement of a single non-regional
node)

pMlc Microscopic confirmation of multiple extrathoracic metastases in a single or multiple organ system(s)

pM1b

Microscopic confirmation of multiple extrathoracic metastases in a single organ system
pMlcl |For example, the skeleton is considered one organ. Several metastases in a single bone or several metastases in several bones are
classified as M1cl

pM1c2 |Microscopic confirmation of multiple extrathoracic metastases in multiple organ systems
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AJCC Prognostic Stage Groups

T ‘ N \Y/ \ The stage group ‘ ™™ D it
escription
X NO MO Occult carcinoma P
Tis NO MO 0 Tla = 1cm
Timi-Tla NO MO 1Al T1 [Tlb>1to < 2cm
Tib NO MO 1A2 Tlc>2to < 3cm
Tlc NO 2l e T2a Visceral pleura / central
T2a NO MO IB invasion
T2b NO MO A T2 112a>3t0 = 4cm
T1 N1 MO 1A T2b>4t0 < 5cm
T1 N2a MO 1B T3>5t0 = 7cm
T2a-T2b N1 MO 1B T3 |T3 invasion
T3 NO MO 1B T3 Same lobe tumor nodule
T4 NO MO HIA T4> 7 cm
U 1e Nzlb ll A T4 |T4 invasion
T1 N M HIA ;
g T4 Ipsilateral tumor nodule
T2-T3 N2a MO 1A ' ; ;
M1a Pleural / Pericardial
T2-T3 N2b MO 111B dissemination
T4 N2a-N2b MO 1B M1a Contralateral tumor
T1-T2 N3 MO 1B R/‘ijg'g —
ingle extrathoracic
T3-T4 N3 MO 1Hc M1 esion ’
AnyT | AnyN | Mla-Mlb IVA M1cl Multiple lesions, 1
Any T Any N | Mi1cl-M1c2 IVB forgan system
M1c2 Multiple lesions, >1
organ system
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S

FINDINGS FOLLOW-UP

<6 mm —— Follow-up

Low risk 6-8mm ——> CTat6-12mo —— Stable Consider CT
at 18-24 mo
Incidental >8mm — Consider CT at 3 mo, PET/CT, or biopsy.
finding solid
nodule(s)
on chest CT
T at 6-12
<6mm —— ClAOCTIMO guble  — Follow-up
(optional)
High risk 6-8mm ——> CTat6-12mo —— Stable Repeat CT at
18-24 mo

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

FE
Low risk = minimal or absent history of smoking or other known risk factors.
High risk = history of smoking or other known risk factors. Known risk factors include history of lung cancer in a first-degree relative or exposure to asbestos, 7

radon. or uranium.
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FINDINGS FOLLOW-UP

Solitary pure <6 mm —> Follow-up

ground-glass CT at 6-12 mo to confirm no growth

nodules >6mm ——> Or change in solid component, then
CT every2yuntilSy
Incidental <6mm —— Follow-up
finding Solitary
subsolid >| part-solid * CT at 3-6 mo to confirm no growth or
nodule(s) nodules change in solid component, then annual
on chest CT >6mm —» CT for Sy.
e If solid component >6 mm, consider
PET/CT, or biopsy.
* CT at 3-6 mo
Multiple <6 mm « If stable, consider CT at 2 and 4y.
subsolid
nodules * CT at 3—6 mo

>6mm —— °Subsequent management based
on most suspicious nodule(s)
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WORK-UP CLINICAL STAGE

i & # 4 (Major Examination)

v" Pathology review

v H&P (include performance
status + weight loss)

v CT chest and upper abdomen
with contrast, including
adrenals

v Brain MRI

v' FDG-PET/CT scan or Bone
Scan

3 # (Others)

* CBC, platelets

* Chemistry profile

* For stage IB-I11A

1) PDL-1 testing

2) Molecular testing for EGFR,
ALK(especially
adenocarcinoma prefer);

3) Evaluate for perioperative
therapy

* Smoking cessation advice,
counseling, and pharmacotherapy

* Integrate palliative care

* For tools to aid in the optimal
assessment and management of older
adults, see the NCCN Guidelines for
Older Adult Oncology

Stage 0 (Tis), Stage 1A (T1mi)
. \See Pretreatment
Stage IA, peripheral (T1abc,NO) »Evaluation (Page 10)

Stage IB, peripheral (T2a,N0);

See Pretreatment
Stage I central (T1-T2a, NO); —— "Evaluation (Page 11)
Stage II (T1-T2ab, N1;T2b, NO);
Stage IIB (T1,N2a;T3,N0) ; Stage IIIA (T3, N1)

See Pretreatment

Stage 1IB (T3 invasion, NO) ; /Evaluation (Page 13)
Stage IIIA (T4 invasion, N0O-1; T3, N1)
See Pretreatment

Stage IIB-I11A (T1-3, N2ab);Stage IIIB(T2-3, N2b) —>Eyaluation (Page 16)

Separate pulmonary nodule(s)(Stage I1B, I1IA, 1V) _’See Pret.reatment
Stage ITTA(T4,N0-1);Stagge IV(contralateral Lung)  Lvaluation (Page 16)

See Pretreatment

Multiple Lung Cancers >Evaluation (Page 19)

See Pretreatment

Stage IIIB (T1-2, N3) ;Stage IIIC (T3, N3) ~ "Evaluation (Page 21)

See Pretreatment

Stage I1IB (T4, N2) ; Stage IIIC (T4, N3) — "Evaluation (Page 22)

See Pretreatment

Stage IVA (Mla) (pleural or pericardial effusion) ——>gy,1yation (Page 22)

. See Pretreatment
" Evaluation (Page 23)

. . . See Pretreatment
Pleural metastases or disseminated metastasiS —>gyaluation (Page 28)

Stage IVA (M1b) and IVB (M1c¢)

PR R R E SR TR B R S B 3 S & LRI 456 (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 9
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)
Stage IA(T1mi)

Stage 1A
(peripheral ——»
Tlabc, NO)

PE LR R LR F R A R SR % 5 RITE 3 (SDM)
Note: All recommendations are category 2A unless otherwise indicated.

* CT scan (if not Previously done)

Negative
* PFTs (if not previously mediastinal
done) nodes

*Consider Bronchoscopy
(intraoperative preferred)
* Consider pathologic
Mediastinal lymph node
Evaluation(optional)

* FDG PET/CT scan (if not
Previously done)

* Observe

— > Operable —

Medically
inoperable

» Operation

Surgical exploration
and resection +

systematic
lymph node

Definitive RT
including SABR

—> Others - — Surveillance

cryotherapy ~
RFA ~ MWA

. See Stage II1A /IIIB or

mediastinal

" Stage IIIB/IIIC

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.

mediastinal lymph See Initial
node dissection or Treatment
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CLINICAL
ASSESSMENT PRETREATMENT EVALUATION INITIAL TREATMENT
Surgical exploration and
resection + mediastinal
NO-1 Operable — lymph node dissection or
A systematic lymph node
sampling
* PFTs(if not previously done) Medically inoperable .
Stage IB * Bronchoscopy Fingind at Surgery
(peripheral T2a, NO) * Pathologic mediastinal
Stage I lymph node evaluation Definitive RT
(central T1-T2a, NO) (optional) 1 ,Definitive
Stage 11 , —» ¢ PET /CT scan — b No including SABR —l
(T1-T2ab, N1;T2b,N0) (if not Previously done)
Stage 11B * Brain MRI with contrast Consider adjuvant
(T1,N2a;T3, NO) (Stage II, I11A) systemic therapy
Stage IIIA (T3, N1) (Stage IB [optional]) for high risk stage 11
Definitive
chemoradiation
v
Consolidation therapy —> Surveillance
v

_See Stage IIB/IITA/ITIB or

N2 or N3 ”Stage IIIB/ITIC

SR A L T g B R s S S L B 3 (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 11
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.



':"' Chung Shan Medical University Hospital

R R A

Clinical Guideline 2026 version 20.0

FIDINGS AT SURGERY

ADJUVANT TREATMENT

q A Margins negative (R0) —— Observe
tage
(T1abc, NO) < .
Margins positive (R1, R2) Reresection (preferred)
Or RT (categorv 2B)
Stage 1B Margins negative (R0) Observe .
(T2a, NO); < or Adjuvant systemic therapy
Stage I1A Reresection( i
. oo preferred)=+ systemic therapy or
—
(T2b, NO) Margins positive (R1, R2) RT =+ systemic therapy
Stage I1B Margins negative (R0) —— Adjuvant systemic therapy
(T1,N2a; T2a-2b, N1 R1 Reresection+ systemic therapy
;T3, NO) Margins positive or Chemoradiation (sequential or concurrent)
5 Reresection+ systemic therapy or
R Concurrent chemoradiation
Stage II1A Adi .
. . juvant systemic therapy or
(T1-2,N2;T3,N1-2a; <Ma"g“‘s negative (R0) Sequential chemotherapy + RT (N2 only)
T4,N0-1)
Stage I1IB Margins positive <: R1  —>Chemoradiation (sequential or concurrent)
(T2-3,N2b;T4,N2) R2

—» Surveillance

—»Concurrent chemoradiation

LR RN A S T G B LR s R AL S S & LB 134 % (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.

12
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LINICAL ASSESSMENT | PRETREATMENT EVALUATION CLINICAL EVALUATION
Superior sulcus tumor
ERIREFE TR ET) —>Treatment (Page 14)
* PFTs (if not previously done) Chest wall/trachea/carina,
—
* Bronchoscopy mediastinum or Diaphragm Treatment (PagelS)
* Pathologic mediastinal lymph
Stage IIB node evaluation(optional) Stage IIIA(T4, N0-1) ———>Treatment (Pagel5)
(T3 invasion, N0) * Brain MRI with contrast
9 o .
Stage ITTA * MRI with contrast of spine + N2 ,See Stage IIB/IIIA/ITIB
. . thoracic inlet for superior Treatment (Pagel6 ~ 22)
(T3 invasion, N1;T4, lcus lesi b tt'p the soi
invasion. N0-1: sulcus lesions abutting the spine
’ % or subclavian vessels. N3 =See Stage ITIC
* FDG PET/CT scan(if not (Page21-22)
previously done) See Treatment for
Metastatic disease ———>metastasis limited sites

or distant disease

PR DR URERA QR T F R R SR % S B PRI 5 (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.

13
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CLINICAL PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
Superior )
Preoperative
sulcus tumor Surgery +
. . ——>concurrent > . .
(T3 invasion, . . Adjuvant systemic therapy
chemoradiation
NO-1)
Surgery +
Resectable —>Adjuvant systemic —
therapy
. Surgical > Surveillance
. Preoperative reevaluation
Possibly . .
tabl —>>concurrent —>including chest
resectable - CT with or without
chemoradiation
Superior Contrast zPET/CT
Sulcus tumor Complete
(T4 invasion, Unresectable — Definitive —
NO-1) chemoradiation

_Definitive concurrent
chemoradiation

» Consolidation therapy —

Unresectable

#: osimertinib :2Z ko 3 & 4}
31 pembrolizumab (kevtruda):# & II-IIIB(ACJIJS8th)et IB ¥ Tumor>4cm.PDL1>1%.¥ ¥ & B % # * from the phase 3 KEYNOTE-091 trial -

LR RN A S T G B LR s R AL S S & LB 134 % (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.

14
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CLINICAL
PRESENTATION INITIAL TREATMENT ADJUVANT TREATMENT
Chest wall,trachea/carina, Margins negative(R0) — Adjuvant systemic therapy >

mediastinum or diaphram
(T3 invasion, NO-1;
Resectable T4,

invasion, N0-1)

Stage I1IA (T4, NO-1)
resectable

Stage I11IA (T4, NO-1)
Unresectable

—» Surgery

Margins positive

or
Concurrent Surgical .
Chemoradiation reevaluation
or — including
chest CT+
Chemotherapy PET/CT

Definitive concurrent
chemoradiation (category 1)

#: osimertinib 2= 3% 5 3 & 0t
i1: pembrolizumab (kevtruda)i# & II-IIIB(ACJJ8th)e* IB ¥ Tumor>4cm.PDL1>1%.¥ ¥ & B % & * from the phase 3 KEYNOTE-091 trial -

ol

Reresection+ systemic therapy
or

R1 L. . D
Chemoradiation (sequential or
concurrent)
Reresection+ systemic therapy
R2 — or —>
Concurrent chemoradiation
Mareins Observe or
ne a%ive(RO) * Adjuvant
g svstemic theraov
—» Surgery
Margins Reresection Adjuvant
positive —> and/or RT —> gystemic
(R1, R2) boost theranv
» Consolidation therapy >

FEHR E S E G SR L PR s L R 5 B LB % (SDM)

Note: All recommendations 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.

Surveillance
(pagel9)
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MEDIASTINAL BIOPSY FINDINGS AND
CLINICAL ASSESSMENT | PRETREATMENT EVALUATION RESECTABILITY

nodes negative — > See Treatment

* PFTs (if not previously done)

* Bronchoscopy N1-2 nodes positive, M0 —>See Treatment
* Pothologic mediastinal lymph
node evaluation(optional)

* Brain CT/MRI Treatment for Metastasis

e PET scan Metastatic disease — »limited sites
or distant disease

Stage IIB-I11A
(T1-2,N2;T2-3,N2a) —»

Stage I1IB (T2-3, N2b) N3 nodes positive, M0 —>See Stage I1IB or I1IC

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

—»See Treatment

Separate pulmonary * PFTs (if not previously done) lobe (T4, NO-1)
nodules * Bronchoscopy
(Stage IIB,ITIA, IV) * Pothologic mediastinal lymph Stage IVA (N0, M1a):
Stage ITIA ipsilateral ~— > node evaluation Contralateral lung »See Treatment
non-primary lobe * Brain CT/MRI (solitary nodule)
(T4,N0-1) * Bone scan
Stage IV * PET scan Extrathoracic See Treat.ment for
(contralateral lung) metastatic disease »Metastasis
or distant disease

LR EEINE LS E G g fL e L2 st B AL & 5 & L B F5 31 6 (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.

16
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MEDIASTINAL BIOPSY FINDINGS | INITIAL TREATMENT ADJUVANT TREATMENT

Surgical exploiting and
Resectable ——> | resection + mediastinal lymph
node dissection or systematic See Adjuvant Treatment

T1,NO / lymph node sampling
\Medically

node sampling

inoperable, high surgical risk
as determined by thoracic S il
surgeon, and those after ~ ——> Definitive RT, preferably SABR —~ Surveriance

thoracic surgical consultation

Surgical exploiting and
Resectable —» resection + mediastinallymph | See Adjuvant Treatment
/ node dissection or systematic

T2a-3,NO \ lymph node sampling
Medically
inoperable, high . Consider adjuvant chemotherapy for
surgical risk as Definitive RT, preferably SABR high-risk stage II (especially T2b-3)
determined by thoracic
surgeon, and those l

after thoracic surgical
consultation Surveillance

:
Note: All recommendations are category 2A unless otherwise indicated. 17
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.

1R R E £ TG v 0 R s L % S % AL R34 (SDM)
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MEDIASTINAL BIOPSY
FINDINGS INITIAL TREATMENT ADJUVANT TREATMENT
Neoadjuvant systemic therapy(preferred)
followed by surgical resection+ mediastinal
Resectable —— lymph node dissection or systematic lymph —— See Adjuvant Treatment
node sampling or Surgical resection +
T1-3, N1 nodes . . . .
> lymph node dissection or systemic sampling
positive, M0
. Definitive
Medically 1 .
. — concurrent — > Consolidation therapy — Surveillance
inoperable L.
chemoradiation
Operation +>See Adjuvant Treatment —> Surveillance
T1-T3 e
Definitive concurrent L .
N2 nodes —> . . —> Consolidation therapy — Surveillance
) chemoradiation
Postive, M0
No apparent . .
.~ *Surgery = RT (if not given)
progression
Induction RT (if feasible) +
Local —»
Chemotherapy < oca chemotherapy
+ RT Progression See Treatment for

Systemic —> Metastasis limited sites or
distant disease

PR R URERA QR T G R R SR % S B PRI 5 (SDM)
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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CLINICAL PRESENTATION ADJUVANT TRETMENT

Separate pulmonary

nodule(s), same lobe Suygery
(T3, NO-1), or after
ipsilateral non-primary = —>preoperative
lobe (T4, NO-1) systemic

(# % micro primary lung therapy
cancer)

Stage IVA (N0, M1a)

Contralateral lung
(solitary nodule)

Treat as two primary lung
tumors if both curable

Consider Atezolizumab or
NO-1 ——>Chemotherapy —>Pembrolizumab or
Osimertinib

Chemotherapy (category 1)

Margins negative or o

Surveillance

(RO) Sequential chemotherapy+ RT
N2 Chemoradiation

Margins <R _'(sequential or concurrent)

positive R2 —»Concurrent chemoradiation —

—— See Evaluation

Disease
Suspected multiple « Chest CT with outside =~ —»See Systemic Therapy for Advanced/Metastatic Disease
of chest
lung cancers (based on contrast
the presence of biopsy- * PET/CT scan (if
proven synchronous not previously NO-1 —>See Initial Treatment
lesions or history of done) No disease Pathologic
lung cancer) * Brain MRI outside of —>lymph node
chest evaluation See Systemic Therapy
N2-3 —»for Advanced/Metastatic
Disease
PR RENE FEA T B L PR s R R § B B4 (SDM)
Note: All recommendations 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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CLINICAL PRESENTATION INITIAL TREATMENT

Low risk —— > Follow up

Multiple Definitive Parenchymal
lesions High risk — > local therapy ——> spar;ng r(eisectlon —>Surveillance
Multiple lung possib]e (pre erred)
Cancers or R/T or IGTA
(suspected or
comfirmed)
(NO- : . ” Palliative
Solitary lesion Definitive h th N
(metachronous »> local therapy chemo e.ra.py
. . local palliative
disease) not possible

therapy or Observe

|

Therapy for Recurrence and Metastasis
or See Systemic Therapy for
Advanced/Metastatic Disease

LR R L R R g £ R SR R 5 4 £ B 436(SDM)

Note: All recommendations are category 2A unless otherwise indicated. 20
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

See Initial treatment for

N3 negati
negafive stage I-ITTA

* PFTs (if not previously
done) .
« PET/CT scan’ (if not
previously done)
* Brain MRI
Stage ITIB . Pat!lologic confirmation of Definitive
N3 disease by: 1 e
(T1-2, N3) » Mediastinoscopy N3 positive ___,concurrent __, Consolidation —»Surveillance
Stage ITIC » Supraclavicular lymph chemoradiation therapy
(T3, N3) node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy . See Treatment for Metastasis limited
» EBUS biopsy Metastatic disease sites or distant disease

SR RHLA £ E SRR AR RSB % 5 % S I 3(SDM)

Note: All recommendations are category 2A unless otherwise indicated. 21
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 node _}ISIeIfl:A‘Treatment Stage
mediastinal positive (T4,N0-1)
PET/CT scan (if not node negative Iosi .
. psilateral, mediastinal
previously done) P
e Brain MRI node positive (T4,N2)
 Pathologic confirmation l
Stage I1IB of N2-3 disease by either: Contralateral Definitive Operation _, g, \veillance
» Mediastinoscopy o (optional)
(T4 ,N2) » » Supraclavicular Ivmph mediastinal concurrent
Stage I11C pra ymp node positive chemoradiation
(T4.N3) node biopsy (T4,N3) (category 1)
’ » Thoracoscopy Consolidation
» Needle biopsy therapy
» Mediastinotomy
: Eglsjg ll()).p Sy See Treatment for Metastasis
10psy Metastatic disease —>limited sites or
distant disease
. FDQ PET/CT scan (if not Negative ,See Treatment according to
previously done) TNM stage
Stage IVA * Brain MRI with contrast
MT1a: pleural _* Biomarker test
or pericardial " Thoracentesis or Local therapy if necessary (ex
effusion pericardiocentesis + pleurodesis, ambulatory small catheter
thoraccoscopy if Positive »drainage, pericardial window) +

Thoracentesis indeterminate

SR RHRE SRR F SRR Y0 A PR R 5 % B 6(SDM)

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

treatment for stage I'V disease solitary
Site or distant disease

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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CLINICAL
ASSESSMENT PRETREATMENT EVALUATION INITIAL TREATMENT
e Stereotactic
Solit radiosurgery (SRS)alone
L(') ! _ztlr(}l’ or * Surgical resection, if See Treatmemt of
trite Brain —» symptomatic or —> Thoracic Disease
metastases . .
« Biomarker testing warranted for diagnosis,
confirmed
If not previously done followed by SRS or
e Brain MRI with whole brain RT (WBRT)
Stage contrast PS 0-2
IVA(M1b), — 5+ FDG PET/CT scan
M1B(Mlc) * Pathologic
confirmation of Other site —» See Treatmemt of Thoracic Disease
metastatic lesion, if
possible Multiple See Systemic Therapy for Advanced/
— . e
metastases Metastatic Disease
PS 3-4 See Systemic Therapy for

=Advanced/Metastatic Disease

StagelV #4255 TKI~ (o ~ THUEET B 7 > 7 @#sgupp /7 4215 5 L A BEHS
LR RERE LGRS E T BN B/ B2 S AL & FLE PR3 % (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 23
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)
as Advanced
/Metatatic Disease
and restaging

to confirm non-
progression

or

Proceed to
definitive therapy

Definitive therapy
for thoracic —>
disease feasible

Definitive therapy for
thoracic disease

T1-3,N0O

T1-3, N1

T1-3, N2
T4, NO-2

—

* Pathologic nodal
evaluation and

* Surgical
resection or SABR

* Pathologic
nodal evaluation
and

* Surgical
resection or
Definitive RT or
Chemoradiation

Definitive
chemoradiation

Definitive local
therapy for
metastatic site, —>
if not already

given

_ See Systemic Therapy for Advanced/

not feasible

" Metastatic Disease

LR EEINE LS E G g fL e L2 st B AL & 5 & L B F5 31 6 (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.

Consider
systemic
therapy, if
not already
given as per
Advanced/
Metatatic
Disease

24
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SURVEILLANCE AFTER COMPLETION OF DEFINITIVE THERAPY

No evidence of clinical/radiographic disease
e Stage I-II (primary treatment included surgery
+ chemotherapy)
» H&P and chest CT + contrast every
3-6 mo for 2-3 y, then H&P and a LDCT annually
* Stage I-II (primary treatment included RT) or
stage III or stage IV (oligometastatic with all sites
treated with definitive intent)
» H&P and chest CT + contrast every 3—6 mo
for 3 y, then H&P and chest CT =+ contrast
every 6 mo for 2 y, then H&P and a LDCT annually
> Residual or new radiographic abnormalities may
require more frequent imaging
* Smoking cessation advice, counseling, and
pharmacotherapy
* PET/CT is not routinely indicated
* Brain MRI as clinically indicated based on risk
assessment

Locoregional
recurrence

* PET/CT
— Recurrence — ¢ Brain MRI
with contrast
Distant metastases

LR EENE S E O g L/ 2 st B AL & & L B 531 4 (SDM)

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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THERAPY FOR RECURRENCE AND METASIS

.. . No evidence Observation
Endobronchial Azy CO;ntl)lntz;t::(;ln of the following: of or
. —» e ].aser/stent/other surger -
obstruction gery disseminated Systemic
e External-beam RT or brachytherapy .
disease therapy

* Reresection (preferred)

—
Resectable recurrence « External-beam RT or SABR

Locoregional . Chest CT
recurrence or Mediastinal lymph No prior RT — Concurrent chemoradiation “ contrast Evid ]
with contras vidence o
symptomatic node recurrence <: . Reat ) )
local disease Prior RT — Systemic therapy Brain MRI —» disseminated
with contrast disease
* Concurrent chemoradiation e
Superior vena cava (if not previously given) £ SVC stent
(SVC) obstruction « External-beam RT + SVC stent See Systemic
* SVC stent Therapy for
Any combination of the following: Advanced/
evere hemobtvsis » External-beam RT or brachytherapy Metastatic
Pty  Laser or embolization or PDT Disease

* Surgery

SRR S E G ER F fR R SEER R § B R (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 26
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

. . . 4. Th f
Diffuse brain metastases— Palliative external-beam RT » | ncrapy for
Advanced/
e If risk of fracture, orthopedic stabilization Metastatic Disease
+ iati -
Distant Bone metastasis palllz.ltlve e.xternal beam RT
* Consider bisphosphonate therapy or
metastases

denosumab

Limited metastasis ——— See pathway for Stage IVA(M1b), M1B(M1c¢)

Pleural metastases or

— ic Th for A M ic Di
Disseminated metastases See Systemic Therapy for Advanced/Metastatic Disease

1R e R g B R/ R SR R 5 % AL 3 % (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 27
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,

. . . . Large cell *BRAF, METex14 .
° EstabllSh. hlStOlOglC « NSCLC not _’* RET,KRAS,NTRK1/2/3, Testlng
subtype with adequate . . Results
tissue for molecular otherwise specified ~ ¢-MetMET
testing (NOS) *ERBB2(HER2)
Advanced -NGS test ~ IHCtest ~ * PD-L1 testing
or FISH test ~ Tumor
. marker ~ HBY/HCV
metastatic . .
) titer or plasma testing
Disease if appropriate)
::Oslillll(s)(l:lllllllgg cessation * Consider molecular testing ex:
« Integrate palliative (especially non-smoker):
care *EGFR mutation ,ALK,ROSI1,
Squamous cell *BRAF, METex14 Testing
carcinoma * RET,KRAS NTRK1/2/3, Results
c-Met/MET
*ERBB2(HER?2)
*PD-L1 testing
L1 RORERA S 3 G g AR kg % 5 L B (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 28

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 30
EGFR S768l, L861Q, and/or G719X mutation positive Page 33
EGFR exon 20 insertion mutation positive Page 34
KRAS G12C mutation positive Page 35
ALK gene fusion Page 36
ROS1 gene fusion Page 39
BRAF V600E mutation Page 41
NTRK1/2/3 gene fusion Page 42
METex14 skipping mutation Page 43
RET gene fusion Page 44
ERBB2 (HER2) mutation Page 45
NRGL1 gene fusion positive Page 46
PD-L1 >50% and negative for actionable molecular biomarkers above Page 47
PD-L1 >1%-49% and negative for actionable molecular biomarkers above Page 48

PR R R E SR TR B R S B 3 S & LRI 5456 (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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EGFR EXON 19 DELETION OR L858R
FIRST-LINE THERAPY
MUTATIONS
Preferred . See Subsequent
Osimertinib(category 1) Progression Therapy
or (Carboplatin or Cisplatin)+ Svstemic thera
Osimertinib+pemetrexed(nonsquamo —— > Progression —» y Py,
Subsequent
us)(category 1)
EGFR mutation or Amivantamab+Lazertinib(category 1) — Progl‘ession ﬂ%ﬁg:g%‘;’ent
discovered prior to
first-line systemic Useful in Certain Circumstances
therapy Afatinib (category 1)
or Dacomitinib (category 1)
or Erlotinib (category 1) . See Subsequent
or Erlotinib + Bevacizumab Progression Therapy
EGFR exon or Erlotinib + Ramucirumab
19 deletion or Gefitinib (category 1)
or L85S8R or Lazertinib
mutations
EGFR mutation
discovered during interrupt current therapy and start therapy as
first-line systemic noted above or Systemic therapy,

therapy

Stage IV 4% TKI~ i ~ TR s E7 B 7
Clinical Trials

biEiRiE it L LH Jp ¥ 21(1)2 7 EGFR Exon 19 Del & %] % %
EGFR &= # % Gefitinib ~ Erlotinib & Afatinib /2% 4 fc > * &

—p 2 —»
add Osimertinib to (Carboplatin or Progression

Cisplatin)+pemetrexed(nonsquamous)

Subsequent

U LIV S it

T @A (non-CNS) 2 @42 (FIVH ) #RRm L2 5 - Rink o ()45 & ¥ i
$ EGFRT790M & F1% %2 h 30 & P 1L & 5 422 20| fmoe Wl 2. 3 = SUs R » # o

R BN LS F 7 B fL/ e L2 bR B AL S & LB 3 % (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 30
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

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

* Continue Osimertinib or
Amivantamab-vmjw+Lazertinib

Asymptomatic >

* Consider definitive local therapy(eg. Progression see
SRS) _ therapy for

* Continue Osimertinib or multiple
Amivantamab-vmjw-+Lazertinib lesions, below

. .
Progression on Brain ——

Osimertinib or
Amivantamab-vmjw
+Lazertinib

* Consider definitive local
therapy(eg. SABR or surgery)
Limited . Con.tinue Osimertinib or
Amivantamab- —
vmjw-+Lazertinib or
* Therapy for multiple lesions,
below

Symptomatic progression

Carboplatin +Pemetrexed
+Amivantamab-vmjw(if not
previously given)(nonsquamous) Progression,
Muliple (categgry 1)(preferrefl) . Systemic
lesions or Amivantamab-vmjw+ therapy,
Lazertinib(if not previously Subsequent
given)(useful in certain circumstances)
Stage:IV 355 TKI jpof 5 7 254320 B i (7 h 305 (3 B 7 20R)io R or systemic therapy
1 FBENIRE LB F 7 B fL/ e S bR B AL S & LB 13 % (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 31

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.

Systemic
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EXON 19 DELETION OR L858R
MUTATION) SUBSEQUENT THERAPY

Asymptomatic ——»

Progression on
Erlotinib +

(Ramucirumab
or

) T790M
Bevacizumab), —» testing
Afatinib,
Gefitinib,
or Dacomitinib

Symptomatic

* Osimertinib (if T790M+) (category 1) .
or
*Continue Afatinib or Dacomitinib or Gefitinib or
Erlotinib + (Bevacizumab or Ramucirumab) (if
T790M-)
* Consider definitive local therapy

(SABR or surgery) for limited lesions

* Osimertinib (if T790M+) (category 1)

Progression, see Page30

Progression, see therapy for
—> multiple lesions, noted
below

> Progression, see Page30

or
* Continue Afatinib or Dacomitinib or Gefitinib or Progression, see therapy for
_ Erlotinib = (Bevacizumab or Ramucirumab) (if multiple lesions, noted
. T790M-) below
Brain * Consider definitive local therapy (eg, SRS)
* Continue Afatinib or Dacomitinib or
Gefitinib or Erlotinib +
(Bevacizumab or Ramucirumab)(if Progression, see therapy for
—_— T790M-) —» multiple lesions, noted
Limited . e
metastases " ° Consider definitive local therapy below
(SABR or surgery)
or
*therapy for multiple lesions below
Svstemic
T790M + Osimertinib (category 1) .
Multiple < —> (if not previously given) — Progression, see Page30
lesions .
T790M - —» Systemic therapy

Stage:TV 35t TKI js 16 7 2259922 0h 24368 (7 B 305K (5 B 7 2Rk ink
1R RN E £ E G v 0 R S % S % A I 31 % (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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EGFR S7681, L8610, and/or G719X MUTATIONS FIRST-LINE THERAPY

Preferred Progression
Afatinib
EGFR mutation or
. Progression —— »Subsequent
discovered Osimertinib 5 thera a
prior to first-line Other Recommended .
systemic therapy e <
Dacomitinib p .
EGFR ST68I or Erlotinib rogression
’ or Gefitinib
L861Q, and/
or G719X
mutations
Progression
interrupt, followed by
EGFR mutation afatinib (preferred)
discovered during or Subsequent
. . Osimertinib (preferred) Progression q
first-line systemic > therapy
thera or
Py Dacomitinib
or Erlotinib or Gefitinib .
Progression

Stage:IV #& % TKI o 16 7 E 890 b PR (5 A 30om (2 B 7 20k)in R

SR RHRE SRR SRR 0 R RSP E 5 B MR 6(SDM)

Note: All recommendations are category 2A unless otherwise indicated. 33
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
FIRST-LINE THERAPY SUBSEQUENT THERAPY
(EXON 20 INSERTION) Q
Carboplatin/Pemetrexed Sunvozertinib
+Amivantamab-vmjw Progression Or ‘ —» Progression > Systemic therapy,
(nonsquamous) Systemic therapy, Subsequent
(category 1)(preferred) Subsequent
Amivantanmab-vmjw
Progression — or — Progression
A Sunvozertinib
EGFR
exon 2.0 —» or
insertion . .
. If not received previously,
mutation . .
Amivantamab-vmuw or — » Prooression —> Systemic therapy,
Sunvozertinib or Systemic g Subsequent
Tumor therapy, Subsequent .
Systemic therapy — response —] Progress3on
evaluation g Amivantamab-
Progression  — vmuw or —
v Sunvozertinib
Response or 4-6 Tumor I
stable disease —* Cycles response P i
(total) evaluation rogression
A
Response or Maintenance
stable disease therapy

Stage:IV 425 TKI ip s (8 7 229902t Badih e (7 h30ia R (2 B 7 20k)in
L RHRA LR T F SRR R S g ¥ 5 B A (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 34

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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KRAS G12C MUTATION POSITIVE FIRST-LINE THERAPY SUBSEQUENT THERAPY
Adagrasib Systemic
Progression — or — Progression —> therapy,
Sotorasib Subsequent
KRAS tSﬁfes;gmic Tumor T
G12C — py> o, ——> response
mutation llzg-ki :110//0 evaluation Responseor 4-6eycles(total)
) ° stable disease Y ofa
. Adagrasib
Progression > or Sotorasib

Tumor

FesDONSe Response or
pons stable disease

evaluation

!

Maintenance

therapy —> Progression

Stage:TV 5t TKI js 16 7 2259922 0h f2436 8 (7 B 3SR (5 B 7 2Rk)in R

PE LR R LR F R A R SR % 5 RITE 3 (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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ALK GENE FUSION FIRST-LINE THERAPY
Preferred

ALK gene fusion
discovered prior to

Alectinib (category 1)

or Brigatinib (category 1) —— Progression ——>See Subsequent Therapy
or Ensartinib(category 1)

or Lorlatinib (category 1)

first-line systemic
therapy

ALK gene
fusion

ALK gene fusion
discovered during
first-line systemic
therapy

Useful in Certain

Circumstances — > Progression ——>See Subsequent Therapy
Ceritinib (category 1)

Crizotinib — > Progression —>See Subsequent Therapy

interrupt,

followed by Alectinib

(preferred) or Brigatinib

g)r:::f':;rfi(li))(;:eferre d) — > Progression ——>See Subsequent Therapy
or Lorlatinib(preferred) or

Ceritinib

or

Crizotinib — > Progression ——>See Subsequent Therapy

Stage:TV 35t TKI js 16 7 2259922 0h f2436 8 (7 B 35K (5 B 7 2Rk) ik

PR R R E SR TR B R S B 3 S & LRI 5456 (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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ALK GENE FUSION

SUBSEQUENT THERAPY

v

Asymptomatic

Progression on

Alectinib .

or Brigatinib Brain ——
or Ceritinib

or Lorlatinib

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

* Continue Alectinib or Brigatinib or Ceritinib or
Lorlatinib

* Lorlatinib (option for resistant mutation such as
ALK G1202R and L1196M)

* Consider definitive local therapy (SRS)

for limited lesions

* Continue Alectinib or Brigatinib or Ceritinib
or Lorlatinib

* Lorlatinib(option for resistant mutation such

as ALK G1202R and L1196 M)

* Consider definitive local therapy
(SABR or surgery)

Symptomatic « Continue Alectinib or Brigatinib or
Limited _, Ceritinib or Lorlatinib
metastases * Lorlatinib(option for resistant

Systemic

Multiple
lesions

Stage:IV % TKI j5ff 6 7 8159 720k fladh i (7 b 300 (5 B 7 )i

mutation such as ALK G1202R and
L1196M) or
e Therapy for multiple lesions, below

Lorlatinib (if not previously given)
—> or

Systemic therapy

SR RHLA £ E SRR AR RSB % 5 % S I 3(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.

Progression,

__,| See therapy

for multiple
lesions below

37
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ALK GENE FUSION SUBSEQUENT THERAPY

* Consider definitive local therapy
( SABR or surgery) for limited lesions
* Continue Crizotinib

or
* Alectinib or Brigatinib or Ceritinib or
Ensartinib or Lorlatinib

v

Asymptomatic

Progression,
Lorlatinib
(if not
—>»{ previously
given)
or Systemic
* Consider definitive therapy
local therapy
( SABR or surgery)
—> ¢ Continue Crizotinib
or
Therapy for multiple
lesions, below

* Consider definitive local therapy

( SRYS)

* Alectinib or Brigatinib or Ceritinib
or Ensartinib or Lorlatinib

Progression
on Crizotinib Brain —

Symptomatic Limited
metastases

Systemic

e Alectinib or Brigatinib or
Multiple Ceritinib or Lorlatinib
lesions or

* Systemic therapy

Stage:IV 4% % TKI g B 8 7 £33 v oh PLRdsn e 7 5 300 (7 B 7 20k )ie

PR R R E SR TR B R S B 3 S & LRI 5456 (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 38
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 GENE FUSION FIRST-LINE THERAPY SUBSEQUENT THERAPY

ROS1 gene fusion léﬁif)ﬁlﬁﬁ) Progression
. . ,
g;ssct(.)l‘;ﬁgeg Etl:r(;ficto — > or Entrectinib » Subsequent
thera y or Repotrectinib therapy
Py Or Taletrectinib
ROS1
gene fusion
_ Interrupt current therapy

ROS1 gene fusion and start Crizotinib Progression
discovered during (preferred) ’
first-line systemic or Entrectinib tS}:ll;sequent
therapy or Repotrectinib crapy

or Taletrectinib

Stage:IV 4% TKI ip (6 7 829902t Badih e (7 h30ia R (2 B 7 20fk) ik
SRR SR F SRR R PR R 5 b B33 (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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ROS1 GENE FUSION SUBSEQUENT THERAPY

Asymptomatic

Progression,
on
Entrectinib,

Crizotinib, Brain
Repotrectinib A
or

Taletrectinib

Symptomat ] Limited
in metastases

v

Systemic

Multiple
lesions

*pL s R Gk R4S L2 3R % E_F 4o ~ Clinical Trials

v

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

* Continue Crizotinib,Entrectinib, or
Repotrectinib or Taletrectinib

or Repotrectinib* (if not previously given) or
Taletrectinib or Lorlatinib

* Consider definitive local therapy (eg, SRS)
* Repotrectinib(preferred)( if not previously
given) or Taletrectinib(preferred) ( if not
previously given) or Lorlatinib(preferred) or
Entrectinib (useful in certain circumstances,
if previously treated with Crizotinib or
Ceritinib)

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

—» *Continue Entrectinib, Crizotinib, or

Repotrectinib or Taletrectinib
* Therapy for multiple lesions, below

Repotrectinib* (if not previously given) or
Taletrectinib(if not previously given) or
Lorlatinib

* Systemic therapy

Stage:IV &5 TKI ie iy (6 7 839V h FL3dim 8 7 R 3Nie i (2 B 7 ) ie

LR AR R L B R SR 0 R SR R S 4 B H(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.

>

Progression,

Systemic therapy

Adenocarcinoma
or

Squamous Cell

Carcinoma

Symptomatic
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BRAF V600E MUTATION FIRST-LINE THERAPY SUBSEQUENT THERAPY
Preferred
]82;brafemb+Trametmlb Progression
Encorafenib+Binimetinib
BRAF V600F, Systemic therapy
mutation Useful in Certain
discovered Circumstances .
prior to first- Dabrafenib or Progression
line systemic Vemurafenib
therapy
BRAF . Dabrafenib+Trametinib
V600E (S)t:ltzl;nlizc(e ii:::,gll;ded — Progression — Or
mutation y ¥ Encorafenib-+binimetinib
Complete planned systemic v
therapy, including R . Systemic therapy.
BRAF V600E maintenance therapy and start Progression Subsequent ’
mutation Dabrafenib + Trametinib or
discovered »| Encorafenib +binimetinib

during first-line
systemic therapy

or
interrupt current therapy and —» Pprogression —» Systemic therapy
start Dabrafenib + Trametinib

or Encorafenib +binimetinib

Stage:IV 4% TKI g t6 7 S0 P48 7 AN R (7 B 7 20k is R

1R RN E £ E G v 0 R S % S % A I 31 % (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 41
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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NTRK GENE FUSION FIRST-LINE THERAPY SUBSEQUENT THERAPY
Repotrectinib
%ﬂ) . (i.f not previously .
or Larotrectinib Progression —» given) ' — Progression
NTRK 1/2/3gene or Renotrectinib® or Syatemic i
fusion discovered epOTrEEi therapy .
prior to first-line Systemic therapy
systemic therapy
Useful in Certain Entrectinib or
Circumstances —> Progression —> Larotrectinib or
Systemic therapy Repotrectinib
NTRK 1/2/3
gene fusion i
positive )
. Systemic Therapy.
Progression Subsequent ’
Interrupt current Repotrectlnlb
NTRK1/2/3 gene therapy ans,start (if not
fusion discovered L . previously .
during first-line —> Eggﬁﬁgcl:li?lib%r — Progression — given) —> Progression
systemic therapy or Repotrectinib or Systemic l

therapy
Systemic therapy

*pL s R Gk R4S L2 3R £_F 4o ~ Clinical Trials

Stage:TV 4555 TKI ;5§ 14 7 8299 927k $L34 3638 7 B 300 R (5 B 7 %R )inf

LR RHLA S D SR AR SRR % 5 % 44 B 346 (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 42

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.



':"' Chung Shan Medical University Hospital

R R A

Clinical Guideline 2026 version 20.0

METex14 SKIPPING MUTATION

FIRST-LINE THERAPY

SUBSEQUENT THERAPY

Preferred
Capmatinib —> Progression
or Tepotinib \
METex14 Systemic therapy
skipping Useful in /
mutation _,| Certain Prosression
discovered Circumstances 8
prior to first-line Crizotinib Preferred
systemic therapy Capmatinib or
or Tepotinib
METex14 Systemic therapy Progression —» ICJZ(;{l;} Iin — Progression
skllzp:pg Circumstances l
mutation Crizotinib
Systemic Therapy,
Complete planned Subsequent
METex14 systemic therapy,
skipping including
mutation maintenance therapy, . .
discovered 7 or interrupt, followed —> Progression  ——> Systemic therapy
during first-line by Capmatinib or
systemic therapy Tepotinib
or Crizotinib
Hhlad Fieg®mi s
Stage:IV 4% TKIjsi 5 7 239 vz eh 34308 7 A 305 R (3 B 7 225%)in ik
PR RENE EEA T BN LR s R R § B B (SDM)
Note: All recommendations are category 2A unless otherwise indicated. 43

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 GENE FUSION FIRST-LINE THERAPY SUBSEQUENT THERAPY
Preferred
RET gene fusion Pralsetinib | . Systemic therapy
discovered prior to or Selpercatinib Progression or
first-line systemic (category 1) Cabozantinib — Progression
therapy
A l
Systemic Therapy
RET
gene fusion
v
. Interrupt current
discoered during | therapyandstart G ey
first-line systemic or rogression or
therapy Selpercatinib® Cabozantinib — Progression

Hhlet Btk b
Sy AL H

PR R URHRA QR T F R R SR % S B P RITE 5 (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.

v

Systemic Therapy
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ERBB2 (HER2) MUTATION FIRST-LINE THERAPY SUBSEQUENT THERAPY

If not received

Preferred previously, Fam-
Fam-trastuzumab trastuzumab
deruxtecan-nxKki deruxtecan-nxki Progression,

or Zongertinib or Ado-trastuzumab __ systemic

. . . .
Progression Useful in certain Progrissmn emtansine therapy,
4 circumstances Or Zongertinib Subsequent
Ado-trastuzumab systemic therapy,
emtansine Subsequent
ERBB2 Svstemi Tumor Consider use Afatinib
(HER2) — Systeme response —
. therapy .
mutation evaluation
Progression — Preferred
Fam-trastuzumab
v deruxtecan
4-6 Tumor _ or Zongertinib ]
stable dasease (total) evaluation circumstances
Ado-trastuzumab
emtansine
Response .
or stable — Maintenance Progression
. therapy
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Note: All recommendations are category 2A unless otherwise indicated. 45
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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SUBSEQUENT THERAPY

FIRST-LINE THERAPY

NRG1 GENE FUSION

Zenocutuzumab-zbes —» Progression — systemlc therapya
Subsequent

Progression —I

A
NRG1 Tumor
gene fusion — Systemic therapy —> response ——
evaluation
. Zenocutuzumab-
—>
Progression zbco
v
A
Response 4-6 Tumor
or stable — cycles — response Response or
disease (total) evaluation stable disease
Maintenance .
—
therapy Progression
L1 R EHERE SRR R A /0 R iR R S & LB 34 5 (SDM)
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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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PD-L1 expression positive (=50%) and negative for actionable molecular biomarkers

Adenocarcinoma,
large cell,
NSCLC

NOS

PS 0-2

Squamous cell

carcinoma

Best
supportive
care

PS34——

SRR S T g g /0 R g L % 5 b 31 3 (SDM)

Preferred

Pembrolizumab (category 1)

or (Carboplatin or Cisplatin) +

Pemetrexed + Pembrolizumab
(category 1)

or Atezolizumab* (category 1)

or Cemiplimab-rwlc (category 1)

Other Recommended

Carboplatin + Paclitaxel +
Bevacizumab

* Atezolizumab* (category 1)

or Carboplatin + albumin-bound
Paclitaxel

* Atezolizumab*

or (Carboplatin or Cisplatin) +
Pemetrexed

11/0O(Nivolumab+Ipilimumab)

Useful in Certain Circumstances

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 +
I/O(Nivolumab

+Ipilimumab)

Useful in Certain Circumstances

Nivolumab* + Ipilimumab*
(category 1)

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.

Response >
or stable

disease

Progression —»

Response
or stable >

disease

Progression —»

Continuation maintenance

e Pembrolizumab (category 1)

e Pembrolizumab +
Pemetrexed (category 1)

e Atezolizumab and
Bevacizumab (category 1)

eAtezolizumab

eNivolumab + Ipilimumab

® Cemiplimab-rwlc (category 1)

See Systemic Therapy
or Subsequent Therapy

Continuation maintenance

* Pembrolizumab(category 1)
* Atezolizumab

* Nivolumab + ipilimumab

* Cemiplimab-rwlc(category 1)

See Systemic
Therapy

or Subsequent
Therapy
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PD-L1 EXPRESSION POSITIVE(>1%-49%)ACTIONABLE MOLECULAR MARKERS

FIRST-LINE THERAPY

Adenocarcinoma,
large cell, NSCLC —»
NOS

PS 0-2
Squz}mous cell
carcinoma
Best
PS3-4 —» Ssupportive
care

Preferred

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

Other Recommended

* Carboplatin + Paclitaxel +
Bevacizumab

*+ Atezolizumab* (category 1)

* Carboplatin + albumin-bound
Paclitaxel

+ Atezolizumab*

* (Carboplatin or Cisplatin )+
Pemetrexed

+I/O(Nivolumab*+ Ipilimumab*)

Useful in Certain Circumstances

* Nivolumab* + Ipilimumab*

Preferred

* Carboplatin + (Paclitaxel or
albumin-

bound Paclitaxel) + Pembrolizumab

(category 1)

Other Recommended

* Nivolumab* + Ipilimumab* +
Paclitaxel

+ Carboplatin

Useful in Certain Circumstances

* Nivolumab* + Ipilimumab*

(category 1)
* Pembrolizumab (category 2B)

Response

or stable — (c

disease

Continuation maintenance

* Pembrolizumab (category 1)

* Pembrolizumab + pemetrexed
ategory 1)

* Atezolizumab and bevacizumab

(category 1)

* Atezolizumab
* Nivolumab + ipilimumab

Progression —» See Systemic Therapy

Response
or stable
disease

—>

or Subsequent Therapy

Continuation
maintenance

¢ Pembrolizumab

¢ Nivolumab +
Ipilimumab

i

Progression —»

LR EEINE LS E G g fL e L2 st B AL & 5 & L B F5 31 6 (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.

See Systemic Therapy
or Subsequent Therapy
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» Neoadjuvant Chemotherapy with Immunotherapy

*Patients with = 4 cm or node-positive tumors should be evaluated for the following treatment options:

® Nivolumab and platinum-based doublet chemotherapy with the option of continuing single-agent
nivolumab as adjuvant treatment after surgery (for patients with no known EGFR mutations or ALK
gene fusions) (category 1) and Other Adjuvant Systemic Therapy

Nivolumab 360mg day 1 and Platinum-doublet chemotherapy options include:

1. Carboplatin/Paclitaxel(any histology)

Carboplatin AUC 4.5-6 day 1, Paclitaxel 180 mg/m2day 1 every 21 days for 4 cycles

2. Cisplatin/Docetaxel (any histology)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Docetaxel 60 mg/m2day 1 every 21 days for 4 cycles

3. Cisplatin/Pemetrexed (nonsquamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Pemetrexed 500 mg/m2day 1 every 21 days for 4 cycles

4. Carboplatin/Pemetrexed (nonsquamous)

Carboplatin AUC 4.5-6 day 1, Pemetrexed 500 mg/m2day 1 every 21 days for 4 cycles

5. Cisplatin/Gemcitabine (squamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m2mg/m2days 1 and 8 every 21 days for 4

cycles

6. Carboplatin/Gemcitabine (squamous)

Carboplatin AUC 4.5-6 day 1, Gemcitabine 1000 mg/m2days 1 and 8 every 21 days for 4 cycles

7. Cisplatin/ Paclitaxel

Cisplatin 50-75 mg/m? day 1(adjusted by Ccr), Paclitaxel 180 mg/m? day 1 every 21 days for 4 cycles

® Pembrolizumab and cisplatin-based doublet chemotherapy then continued as single-agent pembrolizumab as

adjuvant treatment after surgery (category 1) and Other Adjuvant Systemic Therapy

Pembrolizumab 200mg day 1 and Platinum-doublet chemotherapy options include:
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1. Cisplatin/Pemetrexed (nonsquamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Pemetrexed 500 mg/m=2day 1 every 21 days for 4 cycles

2. Cisplatin/Gemcitabine (squamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m2mg/m=2days 1 and 8 every 21 days for 4

cycles

® Durvalumab and platinum-based doublet chemotherapy then continued as single-agent Durvalumab as

adjuvant treatment after surgery (for patients with no known EGFR mutations or ALK gene fusions) (category
1) and Other Adjuvant Systemic Therapy

Durvalumab 1500mg day 1 and Platinum-doublet chemotherapy options include:

1. Cisplatin/Pemetrexed (nonsquamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Pemetrexed 500 mg/m=2day 1 every 21 days for 4 cycles

2. Carboplatin/Pemetrexed (nonsquamous)

Carboplatin AUC 4.5-6 day 1, Pemetrexed 500 mg/m2day 1 every 21 days for 4 cycles

3. Cisplatin/Gemcitabine (squamous)

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m2days 1 and 8 every 21 days for 4 cycles

4. Carboplatin/Gemcitabine (squamous)

Carboplatin AUC 4.5-6 day 1, Gemcitabine 1000 mg/m2days 1 and 8 every 21 days for 4 cycles

5. Carboplatin/Paclitaxel (squamous)

Carboplatin AUC 4.5-6 day 1, Paclitaxel 180 mg/m2day 1 every 21 days for 4 cycles

or Carboplatin AUC 4.5-6 day 1, Paclitaxel 90 mg/m2day 1 and 15 every 28 days for 4 cycles

or Carboplatin AUC 4.5-6 day 1, Paclitaxel 60 mg/m2day 1,8 and 15 every 28 days for 4 cycles

6. Cisplatin/Paclitaxel

Cisplatin 50-75 mg/m? day 1, Paclitaxel 180 mg/m? day 1 every 21 days for 4 cycles

or Cisplatin 50-75 mg/m? day 1, Paclitaxel 90 mg/m? day 1 and 15 every 28 days for 4 cycles

or Cisplatin 50-75 mg/m? day 1, Paclitaxel 60 mg/m? day 1,8 and 15 every 28 days for 4 cycles
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® Targeted Therapy Options
After surgical evaluation, consider Osimertinib + chemotherapy, with the option of single-agent Osimertinib as
adjuvant therapy after surgery, for patients with stage II-111A, 1B (T2-T3, N2b; T4, N2) NSCLC that is positive for
EGFR exon 19 deletion or L858R mutation
Chemotherapy options with osimertinib include:

1. Cisplatin/Pemetrexed (nonsquamous)
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), pemetrexed 500 mg/m2day 1 every 21 days for 4 cycles
2. Carboplatin/Pemetrexed (nonsquamous)
Carboplatin AUC 4.5-6 day 1, pemetrexed 500 mg/m=2day 1 every 21 days for 4 cycles

® Chemotherapy Options
After surgical evaluation, patients with the following disease stages can be evaluated for the neoadjuvant
chemotherapy regimens listed below if ineligible for immunotherapy or targeted therapy and are likely to receive
adjuvant chemotherapy: Stage IB, IIA (if high-risk features are present) ; Stage IIB, IIIA, I11IB (T2-T3, N2b; T4, N2)
< Preferred (nonsquamous)
Cisplatin/Pemetrexed
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Pemetrexed 500 mg/m2day 1 every 21 days for 4 cycles

< Preferred (squamous)
Cisplatin/Gemcitabine
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m=2days 1 and 8 every 21 days for 4 cycles
Cisplatin/Docetaxel
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Docetaxel 60 mg/m2day 1 every 21 days for 4 cycles

< Other Recommended
Cisplatin/Vinorelbine
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Vinorelbine 60-80 mg/m2po days 1, 8, 15 and 22, every 28 days for 4
cycles
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< Useful in Certain Circumstances

Chemotherapy regimens for patients who are not candidates for cisplatin-based therapy

Cisplatin /Paclitaxel

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 60 mg/m2day 1, 8 and 15 every 28 days for 4 cycles
or

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 90 mg/m2day 1 and 15 every 28 days for 4 cycles
or

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 180 mg/m=2day 1, every 21 days for 4 cycles
Carboplatin/Paclitaxel

Carboplatin AUC 4.5-6 day 1, Paclitaxel 60 mg/m2day 1, 8 and 15 every 28 days for 4 cycles

or

Carboplatin AUC 4.5-6 day 1, Paclitaxel 90 mg/m2day 1, 15 every 28 days for 4 cycles

or

Carboplatin AUC 4.5-6 day 1, Paclitaxel 180 mg/m2day 1 every 28 days for 4 cycles
Carboplatin/Gemcitabine(squamous)

Carboplatin AUC 4.5-6 day 1, gemcitabine 1000 mg/m2days 1 and 8, every 21 days for 4 cycles
Carboplatin/Pemetrexed(nonsquamous)

Carboplatin AUC 4.5-6 day 1, pemetrexed 500 mg/m=2day 1 every 21 days for 4 cycles

All chemotherapy-only regimens listed above can be used for sequential chemotherapy/RT.
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» Adjuvant Chemotherapy
For stage IB and I1A (T2b, NO; T1, N1), adjuvant chemotherapy is recommended for high-risk features.a
For stage 1B (T1, N2a; T2, N1; T3, NO), stage I11A (T1, N2b; T2-T3, N2a; T3, N1; T4, NO-1),stage 111B (T2-T3,
N2b; T4, N2), adjuvant chemotherapy is recommended.
Adjuvant chemotherapy can be considered regardless of biomarker testing results.
If patient received chemotherapy as part of neoadjuvant therapy, then adjuvant chemotherapy should not be given.

< Preferred (nonsquamous)

Cisplatin+Pemetrexed

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Pemetrexed 500 mg/m=2day 1 every 21 days for 4 cycles

< Preferred (squamous)

Cisplatin +Gemcitabine

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m2days 1 and 8, every 21 days for 4 cycles
Cisplatin+Docetaxel

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Docetaxel 25-35 mg/m=2day 1 every 21 days for 4 cycles
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Docetaxel 60 mg/m=2day 1 every 21 days for 4 cycles

<> Other Recommended

Cisplatin+Vinorelbine

Cisplatin 50-75 mg/m2days 1 and 8(adjusted by Ccr); Vinorelbine 60-80 mg/m2day 1, 8, (15) PO, every 28 days for
4 cycles

Carboplatin +Vinorelbine

Carboplatin AUC 4.5-6 days 1; Vinorelbine 60-80 mg/m2Day 1, 8, (15) PO, every 28 days for 4 cycles

Cisplatin +Etoposide

Cisplatin 50-75 mg/m? day 1(adjusted by Ccr), Etoposide 80-100 mg/m? day 1-3 every 21 days for 4 cycles
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< Useful in Certain Circumstances

Chemotherapy regimens for patients who are not candidates for cisplatin-based therapy

Caboplatin+Paclitaxel

Carboplatin AUC 4.5-6 day 1(if Ccr <60ml/min or cisplatin not suitable), Paclitaxel 180 mg/m2Day 1, every 21 Days
for 4 cycles

Carboplatin AUC 4.5-6 Day 1(if Ccr <60ml/min or cisplatin not suitable), Paclitaxel 90 mg/m2Day 1,15 every 21
Days for 4 cycles

Carboplatin AUC 4.5-6 Day 1(if Ccr <60ml/min or cisplatin not suitable), Paclitaxel 60 mg/m2Day 1,8,15 every 21
Days for 4 cycles

Carboplatin+Gemcitabine

Carboplatin AUC 4.5-6 Day 1(if Ccr <60ml/min or cisplatin not suitable), Gemcitabine 1000 mg/m2Days 1 and 8
every 21 Days for 4 cycles(squamous histology)

Carboplatin+ Pemetrexed(nonsquamous histology)

Carboplatin AUC 4.5-6 Day 1(if Ccr <60ml/min or cisplatin not suitable), Pemetrexed 500 mg/m=2Day 1 every 21
Days for 4 cycles

Cisplatin /Paclitaxel

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 60 mg/m2day 1, 8 and 15 every 28 days for 4 cycles

or

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 90 mg/m2day 1 and 15 every 28 days for 4 cycles

or

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 180 mg/m2day 1, every 21 days for 4 cycles

Ufur

Ufur 300mg~600mg PO only for Adenocarcinoma (T2 H f&jE=3cm) -

e E R EL A P ik LB E febom AR Blde 1 BSASWBC 2 F R Rt hE
FoOAFRFEFHL -
All chemotherapy-only regimens listed above can be used for sequential chemotherapy/RT.
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Other Adjuvant Systemic Therapy

Targeted Therapy Options for Patients with Resected NSCLC

Alectinib

for patients with >4 cm or node-positive NSCLC stages IB—IIIA, 11I1B [T2-T3, N2b; T4, N2], and positive for ALK
gene fusions) (category 1).

Osimertinib

for patients with NSCLC positive for EGFR exon 19 deletion or L858R mutation).

For patients with stage IB—I11A, 11IB (T2-T3, N2b; T4, N2) NSCLC who received previous adjuvant chemotherapy
or are ineligible to receive platinum-based chemotherapy (category 1)

For patients who received previous neoadjuvant Osimertinib = chemotherapy

Immune Checkpoint Inhibitor Options for Patients with Resected NSCLC Tumors

Atezolizumab

for patients with >4 cm or node-positive NSCLC stages IB-IIIA, I1IB [T2—-T3, N2b; T4, N2] who received previous
adjuvant chemotherapy with NSCLC PD-L1 >1% and no known EGFR mutations or ALK gene fusions(category 1).
Pembrolizumab

For up to a year for patients with >4 cm or node-positive NSCLC stages IB-IIIA, IIIB (T2-T3, N2b; T4, N2) who
received previous adjuvant chemotherapy and no known EGFR mutations or ALK gene fusions (category 1).18 The
benefit for patients with PD-L1 <1% is unclear.

For up to 39 weeks for patients who received previous neoadjuvant chemotherapy + Pembrolizumab (category 1).3
Durvalumab

for patients who received previous neoadjuvant chemotherapy + Durvalumab and no known EGFR mutations or ALK
gene fusions(category 1).

Nivolumab

for patients who received previous neoadjuvant chemotherapy + Nivolumab and no known EGFR mutations or ALK
gene fusions(category 1).
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» Concurrent Chemoradiation Regimens
< Preferred
Carboplatin+ Pemetrexed
Carboplatin AUC 4.5-6 on Day 1 (if Ccr <60ml/min or cisplatin not suitable ), Pemetrexed 500 mg/m2on Day 1
every 21 Days for 4 cycles; concurrent thoracic RT
Cisplatin+ Pemetrexed
Cisplatin 50-75 mg/m2on Day 1(adjusted by Ccr), Pemetrexed 500 mg/m2on Day 1 every 21 Days for 3 cycles;
concurrent thoracic RT+ additional 4 cycles of Pemetrexed 500 mg/m2
Paclitaxel+ Carboplatin
Paclitaxel 45-50 mg/m2weekly; carboplatin AUC 2 (if Ccr <60ml/min or Cisplatin not suitable ) weekly, concurrent
thoracic RT + additional 2 cycles every 21 Days of Paclitaxel 180 mg/m2 and Carboplatin AUC 6(if Ccr <60ml/min
or Cisplatin not suitable ) monsly
Cisplatin+Etoposide
Cisplatin 50 mg/m2on Days 1, 8, 29, and 36(adjusted by Ccr); Etoposide 50 mg/m2Days 1-5 and 29-33; concurrent
thoracic RT

» Consolidation Therapy for Patients with Unresectable Stage 11/111 NSCLC, PS 0-1,
and No Disease Progression After Definitive Concurrent Chemoradiation
Durvalumab
Durvalumab 10 mg/kg 1V 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 III; category 2A for stage II) (except tumors that are positive for EGFR exon 19
deletion or exon 21 L858R mutations)
Osimertinib
Osimertinib 80 mg once daily until disease progression (category 1 for stage I11; category 2A for stage I1) if EGFR
exon 19 deletion or L858R
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» Molecular and Biomarker-directed therapy for advanced or metastatic disease

EGFR Exon 19 Deletion or

EGFER S768I, L861Q, and/or

EGFR Exon 20 Insertion

Exon 21 L858R

® First-line therapy
Afatinib

Erlotinib

Dacomitinib

Gefitinib

Osimertinib

(Carboplatin or Cisplatin)/
Osimertinib/Pemetrexed
(nonsquamous)

Erlotinib + Ramucirumab
Erlotinib + Bevacizumab
(nonsquamous)

Lazertinib + Amivantamab-
vmjw

Lazertinib

® Subsequent therapy
Osimertinib
Carboplatin/Pemetrexed

+ Amivantamab-vmjw
(nonsgquamous)
Datopotamab deruxtecan-dInk
(nonsquamous)

Lazertinib + Amivantamab-

vmjw

G719X Mutations
® First-line therapy
Afatinib

Erlotinib
Dacomitinib
Gefitinib
Osimertinib

® Subsequent therapy
Osimertinib

Datopotamab deruxtecan-dink
(nonsquamous)

Mutation

® First-line therapy
Carboplatin/Pemetrexed

+ Amivantamab-vmjw
(nonsquamous)

® Subsequent therapy
Amivantamab-vmjw
Sunvozertinib

Datopotamab deruxtecan-dink
(nonsquamous)

KRAS G12C Mutation

® Subsequent therapy
Sotorasib
Adagrasib

57




':"' Chung Shan Medical University Hospital

Rt Ry 5]

Clinical Guideline 2026 version 20.0

> Molecular and Biomarker-directed therapy for advanced or metastatic disease

ALK Gene Fusion ROS1 Gene Fusion BRAF V600E Mutation NTRK1/2/3 Gene Fusion
® First-line therapy ® First-line therapy ® First-line therapy ® First-line/Subsequent
Alectinib Crizotinib Dabrafenib/Trametinib therapy

Brigatinib Entrectinib Binimetinib/Encorafenib Larotrectinib

Ceritinib Repotrectinib Dabrafenib Entrectinib

Crizotinib Taletrectinib Vemurafenib Repotrectinib
Ensartinib ® Subsequent therapy ® Subsequent therapy

Lorlatinib Lorlatinib Dabrafenib/Trametinib

® Subsequent therapy Entrectinib Binimetinib/Encorafenib

Alectinib Repotrectinib

Brigatinib Taletrectini

Ceritinib

Ensartinib

Lorlatinib

MET Exon 14 Skipping RET Gene Fusion ERBB2 (HER2) Mutation NRG1 Gene Fusion
Mutation ® First-line therapy ® Subsequent therapy ® Subsequent therapy
® First-line therapy/ Selpercatinib Fam-trastuzumab deruxtecan- | Zenocutuzumab-zbco
Subsequent therapy Pralsetinib nxKi

Capmatinib ® Subsequent therapy Ado-trastuzumab emtansine

Crizotinib Cabozantinib Zongertinib

Tepotinib

HER?2-positive IHC 3+

® Subsequent therapy
Fam-trastuzumab deruxtecan-
nxki

HGER (MET) (>50% IHC 3+
and EGFER wild-type)

® Subsequent therapy
Telisotuzumab vedotin-tllv
(nonsquamous)
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» Advanced or Metastatic disease
Principles of biomarker-directed therapy for advanced or metastatic disease
€ PD-L1>50% FIRST-LINE THERAPY (PS 0-2)
Preferred
A. Pembrolizumab followed by maintenance Pembrolizumab(category 1)
Pembrolizumab 200 mg, day 1, every 3 weeks followed by maintenance Pembrolizumab
B. (Carboplatin or Cisplatin) + Pemetrexed + Pembrolizumab followed by maintenance Pemetrexed +
Pembrolizumab, then Pemetrexed (category 1)
(Carboplatin AUC 4.5-6 , day 1 or Cisplatin 60-75 mg/m? , day 1) + Pemetrexed 500 mg/m? , day 1+ Pembrolizumab
200 mg, day 1, every 3 weeks followed by maintenance Pemetrexed + Pembrolizumab, then Pemetrexed
C. Carboplatin + (Paclitaxel or Albumin-bound Paclitaxel) +Pembrolizumab followed by maintenance
Pembrolizumab (category 1) (for Squamous Cell Carcinoma)
Carboplatin AUC 4.5-6 , day 1 + (Paclitaxel 180 mg/m? , day lor Albumin-bound Paclitaxel 100 mg/m?) , day 1 +
Pembrolizumab 200mg , day 1, every 3 weeks
D. Atezolizumab 1200 mg followed by maintenance Atezolizumab (category 1)
Atezolizumab 1200 mg Day 1, every 3 weeks

Other Recommended

A. Carboplatin + Paclitaxel + Bevacizumab + Atezolizumab followed by maintenance Bevacizumab +
Atezolizumab (category 1) (for Adenocarcinoma, Large Cell, NSCLC NOS)
Carboplatin AUC 4.5-6, day 1 + Paclitaxel 180 mg/m?, day 1+ Bevacizumab 7.5 mg/kg , day 1+ Atezolizumab
1200mg , day 1, every 3 weeks

B. Carboplatin + Albumin-bound Paclitaxel + Atezolizumab followed by maintenance Atezolizumab
Carboplatin AUC 4.5-6 , day 1 + Albumin-bound Paclitaxel 100 mg/m?, day 1 + Atezolizumab 1200 mg , day 1,
every 3 weeks
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Nivolumab + Ipilimumab + Pemetrexed + (Carboplatin or Cisplatin) followed by maintenance Ipilimumab +
Nivolumab (category 1)

Nivolumab 360 mg , day 1+ Ipilimumab 50 mg , day 1+ Pemetrexed 500 mg/m?+ (Carboplatin AUC 4.5-6, day 1 or
Cisplatin 60-75mg/m?) , day 1, every 3 weeks

0}

D. Tremelimumab-actl + Durvalumab + Carboplatin + Albumin-bound Paclitaxel(category 2B)
Tremelimumab-actl 75mg, day 1 + Durvalumab 1500 mg , day 1 + Carboplatin AUC 4.5-6, day 1 + Albumin-bound
Paclitaxel 100mg/m?, day 11, every 3 weeks

E.

Tremelimumab-actl + Durvalumab + (Carboplatin or Cisplatin) + Pemetrexed(category 2B)
Tremelimumab-actl 75 mg , day 1 + Durvalumab 1500 mg , day 1 + (Carboplatin AUC 4.5-6, day 1 or Cisplatin 60-75
mg/m? , day 1)+ Pemetrexed 500 mg/m? , day 1, every 3 weeks

F. Nivolumab + Ipilimumab + Paclitaxel + Carboplatin followed by maintenance Ipilimumab + Nivolumab
(category 1) for Squamous Cell Carcinoma

Nivolumab 360 mg , day 1+ Ipilimumab 50 mg, day 1+ Paclitaxel 180 mg/m?+ Carboplatin AUC 4.5-6, day 1, every
3 weeks

Tremelimumab-actl + Durvalumab + Carboplatin + Albumin-bound Paclitaxel followed by maintenance
Durvalumab (category 2B) for Squamous Cell Carcinoma

Tremelimumab-actl 75mg , day 1 + Durvalumab 1500mg , day 1 + Carboplatin AUC 4.5-6, day 1 + Albumin-bound
Paclitaxel 100mg/m? Day 1, every 3 weeks

Tremelimumab-actl + Durvalumab + (Carboplatin or Cisplatin) + Gemcitabine followed by maintenance
Durvalumab (category 2B) for Squamous Cell Carcinoma

Tremelimumab-actl 75mg , day 1 + Durvalumab 1500mg , day 1 +(Carboplatin AUC 4.5-6 , day 1 or Cisplatin 50-
75mg/m?)+ Gemcitabine 1000mg/m2, day 1, every 3 weeks

Useful in Certain Circumstances
A. Nivolumab + Ipilimumab followed by maintenance Ipilimumab + Nivolumab (category 1)
Nivolumab 360mg , day 1+ Ipilimumab 50mg, day 1, every 3 weeks
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€ PD-L1>1%-49% FIRST-LINE THERAPY (PS 0-2)

Preferred

A

(Carboplatin or Cisplatin) + Pemetrexed + Pembrolizumab followed by maintenance Pemetrexed +
Pembrolizumab then Pemetrexed (category 1)

(Carboplatin AUC 4.5-6, day 1 or Cisplatin 60-75mg/m?, day 1) + Pemetrexed 500mg/m? , day 1+ Pembrolizumab
200mg, day 1, every 3 weeks

Carboplatin + (Paclitaxel or Albumin-bound Paclitaxel) + Pembrolizumab followed by maintenance
Pembrolizumab (category 1)

Carboplatin AUC 4.5-6 , day 1 + (Paclitaxel 180mg/m? or Albumin-bound Paclitaxel 100mg/m?) , day 1 +
Pembrolizumab 200mg , day 1, every 3 weeks

Other Recommended

A

Carboplatin + Paclitaxel + Bevacizumab+ Atezolizumab followed by maintenance Bevacizumab +
Atezolizumab (category 1)

Carboplatin AUC 4.5-6, day 1 + Paclitaxel 180mg/m?, day 1+ Bevacizumab 7.5mg/kg , day 1+ Atezolizumab
1200mg , day 1, every 3 weeks

Carboplatin + Albumin-bound Paclitaxel + Atezolizumab followed by maintenance Atezolizumab
Carboplatin AUC 4.5-6, day 1 + Albumin-bound Paclitaxel 100mg/m?, day 1 + Atezolizumab 1200mg , day 1, every
3 weeks

Nivolumab + Ipilimumab + Pemetrexed + (Carboplatin or Cisplatin) followed by maintenance Ipilimumab +
Nivolumab(category 1)

Nivolumab 360mg, day 1+ Ipilimumab 50mg, day 1+ Pemetrexed 500mg/m?+ (Carboplatin AUC 4.5-6, day 1 or
Cisplatin 60-75mg/m3 , day 1, every 3 weeks

Nivolumab + Ipilimumab followed by maintenance Ipilimumab + Nivolumab (category 1)

Nivolumab 360mg , day 1+ Ipilimumab 50mg, day 1+ Pembrolizumab 200mg , day 1, every 3 weeks
Tremelimumab-actl + Durvalumab + Carboplatin + Albumin-bound Paclitaxel followed by maintenance
Durvalumab (category 1)
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Tremelimumab-actl 75mg, day 1 + Durvalumab 1500mg , day 1+ Carboplatin AUC 4.5-6 , day 1 + Albumin-bound
Paclitaxel 100mg/m? , day 1, every 3 weeks

F. Tremelimumab-actl + Durvalumab + (Carboplatin or Cisplatin) + Pemetrexed followed by maintenance
Durvalumab = Pemetrexed (category 1) for Adenocarcinoma, Large Cell, NSCLC NOS
Tremelimumab-actl 75mg, day 1 + Durvalumab 1500mg , day 1 +(Carboplatin AUC 4.5-6 , day 1 or Cisplatin 60-
75mg/m?)+ Pemetrexed 500mg/m2, day 1, every 3 weeks

G. Nivolumab +Ipilimumab + Paclitaxel + Carboplatin followed by maintenance Ipilimumab + Nivolumab
(category 1) (for Squamous Cell Carcinoma)
Nivolumab 240 mg , day 1+ Ipilimumab 1 mg/kg, day 1+ Carboplatin AUC 4.5-6, day 1+ Paclitaxel 180 mg/m?, day
1, every 3 weeks

H. Tremelimumab-actl + Durvalumab + (Carboplatin or Cisplatin) +Gemcitabine followed by maintenance
Durvalumab(for Squamous Cell Carcinoma)
Tremelimumab-actl 75 mg, day 1+ Durvalumab 1500 mg, day 1+ Carboplatin AUC 4.5-6, day 1+ Gemcitabine 1000
mg/m?, day levery 21 days followed by maintenance Durvalumab
Tremelimumab-actl 75 mg , day 1+ Durvalumab 1500 mg, day 1+ Cisplatin 60 mg/m?, day 1+ Gemcitabine 1000
mg/m?, day levery 21 days followed by maintenance Durvalumab

Useful in Certain Circumstances
A. Pembrolizumab followed by maintenance Pembrolizumab (category 2B)
Pembrolizumab 200mg , day 1, every 3 weeks

€ NO contraindications to PD-1 or PD-L1 inhibitors AND NO EGFR exon 19 deletion or L858R;
ALK, RET, or ROS1 rearrangements
Preferred
A. Carboplatin/Pemetrexed + Pembrolizumab (category 1)
Carboplatin AUC 4.5-6 day 1 or 8+Pemetrexed 500 mg/m?, day 1+Pembrolizumab 200 mg every 21 days
B. Cisplatin/Pemetrexed + Pembrolizumab (category 1)
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Cisplatin 50-75 mg/m? day 1+Pemetrexed 500 mg/m?, day 1+Pembrolizumab 200 mg , day levery 21 days
Carboplatin/Paclitaxel + Pembrolizumab (category 1)Squamous Cell Carcinoma

Carboplatin AUC 4.5-6 day 1 + Paclitaxel 180 mg/m?day 1+Pembrolizumab 200 mg, day 1 every 21 days
Albumin-bound Paclitaxel/Carboplatin + Pembrolizumab (category 1)Squamous Cell Carcinoma
Carboplatin AUC 4.5-6 day 1 + Albumin-bound Paclitaxel 100 mg/m?day 1,8,15+Pembrolizumab 200 mg, day 1
every 21 days

Other Recommended

A

B.

Carboplatin/Paclitaxel + Atezolizumab + Bevacizumab(category 1) for Adenocarcinoma

Carboplatin AUC 4.5-6 day 1 + Paclitaxel 180 mg/m? day 1+ Atezolizumab 1200 mg ,day 1 every 21 days
Albumin-bound Paclitaxel/Carboplatin + Atezolizumab for Adenocarcinoma

Albumin-bound Paclitaxel 100 mg/m?, day 1+ Carboplatin AUC 4.5-6 day 1 + Atezolizumab 1200 mg ,day 1 every
21 days

Ipilimumab+ Nivolumab

Nivolumab 240 mg, day 1+ Ipilimumab 1 mg/kg, day 1 every 21 days

(Carboplatin or Cisplatin)/Pemetrexed + Ipilimumab + Nivolumab (category 1) for Adenocarcinoma
Carboplatin AUC 4.5-6 day 1 + Pemetrexed 500 mg/m?, day 1+Nivolumab 240 mg, day 1+ Ipilimumab 1 mg/kg, day
1 every 21 days

Cisplatin 50-75 mg/m? day 1+ Pemetrexed 500 mg/m?, day 1+Nivolumab 240 mg+ Ipilimumab 1 mg/kg, day 1 every
21 days

Albumin-bound Paclitaxel/Carboplatin+ Durvalumab+ Tremelimumab-actl (category 1)

Albumin-bound Paclitaxel 100 mg/m?, day 1 + Carboplatin AUC 4.5-6 , day 1+ Durvalumab 1500 mg, day 1+
Tremelimumab-actl 75 mg, day 1 every 21 days

(Carboplatin or Cisplatin)/Pemetrexed+ Durvalumab+ Tremelimumab-actl (category 1)

Carboplatin AUC 4.5-6 day 1 + Pemetrexed 500 mg/m?, day 1+Durvalumab 1500 mg+ Tremelimumab-actl 75 mg
day 1 every 21 days

Cisplatin 50-75 mg/m?, day 1+ Pemetrexed 500 mg/m?, day 1+Durvalumab 1500 mg, day 1+ Tremelimumab-actl 75
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mg day 1,every 21 days

Carboplatin/Paclitaxel + Ipilimumab + Nivolumab (category 1)

Carboplatin AUC 4.5-6 day 1 + Paclitaxel 180 mg/m?,day 1+ Nivolumab 240 mg, day 1+ Ipilimumab 1 mg/kg, day 1
every 21 days

(Carboplatin or Cisplatin)/Gemcitabine+ Durvalumab+ Tremelimumab-actl(category 1)

Carboplatin AUC 4.5-6, day 1 + Gemcitabine 1000 mg/m? day1+Durvalumab 1500 mg, day 1+ Tremelimumab-actl
75 mg day 1 every 21 days

Cisplatin 50-75 mg/m?, day 1+ Gemcitabine 1000 mg/m?, day 1+Durvalumab 1500 mg, day 1+ Tremelimumab-actl
75 mg day 1 every 21 days

Other Chemotherapy Regimens

Cisplatin + Gemcitabine

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Gemcitabine 1000 mg/m?, days 1 and 8, every 21 days
Carboplatin + Gemcitabine

Carboplatin AUC 4.5-6 day 1, Gemcitabine 1000 mg/m?, days 1 and 8, every 21 days

Cisplatin + Paclitaxel

Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 60 mg/m?, days 1,8 and 15, every 21 days
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 90 mg/m?, days 1 and 15, every 21 days
Cisplatin 50-75 mg/m2day 1(adjusted by Ccr), Paclitaxel 180 mg/m?, days, every 21 days
Carboplatin + Paclitaxel

Carboplatin AUC 4.5-6 day 1, Paclitaxel 60 mg/m?, days 1,8 and 15, every 21 days

Carboplatin AUC 4.5-6 day 1, Paclitaxel 90 mg/m?, days 1 and 15, every 21 days

Carboplatin AUC 4.5-6 day 1, Paclitaxel 180 mg/m?, days 1, every 21 days

Cisplatin+Vinorelbine

Cisplatin 50-75 mg/m?, day 1(adjusted by Ccr), Vinorelbine 60-80 mg/m?, PO Day 1 or 8, 15, every 21 days
Carboplatin +Vinorelbine

Carboplatin AUC 4.5-6 day 1, Vinorelbine 60-80 mg/m? ,PO Day 1 or 8, 15, every 21 days
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Cisplatin+Docetaxel

Cisplatin 50-75 mg/m?, day 1(adjusted by Ccr), Docetaxel 25-35 mg/m?, days 1,8, every 21 days
Carboplatin +Docetaxel

Carboplatin  AUC 4.5-6 day 1, Docetaxel 25-35 mg/m?, days 1,8, every 21 days

Carboplatin  AUC 4.5-6 day 1, Docetaxel 60 mg/m?, days 1, every 21 days

Cisplatin + Pemetrexed(non-squamous)

Cisplatin 50-75 mg/m?, day 1(adjusted by Ccr), Pemetrexed 500 mg/m?, days 1, every 21 days
Carboplatin + Pemetrexed(non-squamous)

Carboplatin  AUC 4.5-6 day 1, Pemetrexed 500 mg/m?, days 1, every 21 days
Cisplatin+Etoposide

Cisplatin 50-75 mg/m? ,day 1(adjusted by Ccr), Etoposide 100 mg/m?, days 1-3, every 28 days
Carboplatin +Etoposide

Carboplatin  AUC 4.5-6 day 1, Etoposide 100 mg/m?, days 1-3, every 28 days

. TS-1

TS-180mg~120mg PO (adjusted by BSA) {K &, 14 KX or Dayl~14, {RE 7 K -
Weekly Docetaxel

Docetaxel 25-35 mg/m? ,days 1,8,15, every 21 days

Docetaxel

Docetaxel 60 mg/m? ,days 1, every 21 days

Pemetrexed

Pemetrexed 500 mg/m? ,days 1, every 21 days

Gemcitabine

Gemcitabine 1000 mg/m? ,days 1 and 8, every 21 days

Docetaxel + Ramucirumab

Docetaxel 60 mg/m?, days 1, Ramucirumab 8 mg/kg ,days 1, every 21 days
Albumin-bound Paclitaxel

Albumin-bound Paclitaxel 100 mg/m? ,day 1,8,15, every 21 days
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€ Systemic therapy for advanced or metastatic disease-Subseguent

Systemic IClIs
A. Nivolumab (category 1)
Nivolumab 360 mg ,day 1, every 21 days
B. Pembrolizumab (category 1)
Pembrolizumab 200 mg, day 1, every 21 days
C. Atezolizumab (category 1)
Atezolizumab 1200 mg, day 1, every 21 days

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE — PROGRESSION

ADENOCARCINOMA, LARGE CELL, NSCLC NOS

SQUAMOUS CELL CARCINOMA

Options for PS 0-2:

Nivolumab, Pembrolizumab, or Atezolizumab; Datopotamab
deruxtecan-dlnk (EGFR mutations); Lazertinib + Amivantamab-
vmjw (EGFR exon 19 deletion or L858R mutation); Fam-
trastuzumab deruxtecan-nxki (HER2 IHC 3+); Telisotuzumab
vedotin-tllv (HGFR [MET] >50% IHC 3+ and EGFR wild-type);
Docetaxel (category 2B); Pemetrexed (category 2B);
Gemcitabine (category 2B); Docetaxel + Ramucirumab
(category 2B); or Albumin-bound Paclitaxel (category 2B)

PS 3-4:

Best supportive care

Options for PS 0-2:

Nivolumab, Pembrolizumab, or Atezolizumab; Fam-
trastuzumab deruxtecan-nxki (HER2 IHC 3+); Docetaxel
(category 2B); Gemcitabine (category 2B); Docetaxel +
Ramucirumab (category 2B); or Albumin-bound Paclitaxel
(category 2B)

PS 3-4:

Best supportive care

66




. Chung Shan Medical University Hospital R R #E; 3 Clinical Guideline 2026 version 20.0

=4

Diagnosis Initial evaluation Stage

« FEMEMajor Examination) :
v’ History and physical (H&P)
v’ Pathology review
v Chest /Abdomen/Pelvis(C/A/P) CT Limited st Additional Work
Small cell lung Wl_th contrast _ 1mitea stage miona orkup
cancer (SCLC) or v Blézlrrllt:\;lgl(preferred) or CT with
combined SCLC/ v FDG-PET/CT scan(skull base to
non-small cell lung mid-thigh), if needed to clarify
cancer (NSCLC) > extent of disease
on biopsy or « EA(Other) :
cytology of 1) Complete blood count (CBC)
primary or 2) Electrolytes, liver function tests
metastatic site (LFTs), blood urea nitrogen
(BUN), creatinine Extensive oo
3) Smoking cessation counseling and stage Primary Treatment
intervention.
4) Consider molecular profiling
5) Integrate palliative care.

SRR S E G ER F fR R SEER R § B R (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 67
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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Stage

R R A

Additional Workup

Limited stage

If pleural effusion is

present, thoracentesis is

recommended; if
thoracentesis

inconclusive, consider

thoracoscopy

Pulmonary function tests
(PFTs) during evaluation
for surgery or definitive

RT
Multidisciplinary
evaluation is

recommended before

surgery
Bone imaging

(radiographs or MRI) as

appropriate if FDG-
PET/CT equivocal

(consider biopsy if bone
imaging is equivocal)

Unilateral marrow
aspiration/biopsy in
select patients

Clinical Guideline 2026 version 20.0

Limited stage

Clinical stage
I-ITA(T1-2,N0,M0)

Pathologic
lymph node | Primary Treatment

staging

Limited stage
IIB-ITIC(T3-4,N0,M0;
T1-4, N1-3,M0)
Consider pathologic

lymph node staging
(especially for ¢NO) if
it would help
determine RT fields

A 4

Primary Treatment

Bone marrow biopsy,
thoracentesis, or any
compelling evidence of

with malignancy

distant disease consistent

» Extensive stage Disease

PR R R E SR TR B R S B 3 S & R 5456 (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.

68



= Chung Shan Medical University Hospital R R 4’?} 3 Clinical Guideline 2026 version 20.0

Testing Results Primary Treatment Adjuvant Treatment
NO — Systemic therapy —»
RO
Systemic therapy +
Lobectomy(preferred) mediastinal RT N
N+ » .
and lymph node (sequential or
dissection or sampling concurrent)
Pathologic Systemic therapy .
lymph node RI/R2 — concurrent RT " Following
negative Treatment
Limited stage
E }1IIXcal stage Medically inoperable §;‘BR —> Systemic therapy >
T1-2.N0.MO0 or decision made not . A'
( ) to pursue surgical — Eg;ii?;g;{lg%py—k
resection
Pathologic

See Limited stage

lymph node —— . T )
positive HB-ITIC(T3-4,N0,M0; T1-4,N1-3,M0)

SRR S E G ER R RSB R § B R (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 69
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.

Response
Assessment

Primary
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Primary Treatment

Good performance » Systemic therapy +

staus(PS)(0-2) concurrent RT(category 1)
Response
Assessment
Following Primary
.. Treatment
Limited stage .
- t +
TIB-TIIC(T3-4,N0,M0; Joor PRG-4) - (S:;)snzI:::eﬁezil:Z u?nrl;ial)
Poor PS(3-4) » Individualized treatment
Not due to SCLC including supportive care

FL1 R RHRE L T RSO0 0 R SRS % 5 b RIF$46(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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Good PS(0-2)
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Primary Treatment

Combination systemic

Poor PS(3-4) — » therapy including

Withour localized due to SCLC
symptomatic sites
or brain metastases Poor PS(3-4)

Not due to SCLC

Superior vena
cava(SVCO)
syndrome

Lobar obstruction
Bone metastases

Localized

Extensive stage symptomatic sites

Spinal cord
compression

Asymptomatic —
With brain

metastases

Symptomatic —

PR R ERERA QR T F R R SR % S B P RIIE 5 (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.

supportive care

Individualized therapy
including supportive
care

Systemic therapy+RT to
symptomatic sites

If high risk of fracture due
to osseous structural
impairment, consider
orthopedic stabilization
and palliative external
beam RT(EBRT)

Initiate steroids
Systemic therapy+
RT(typically sequential)

Administer systemic therapy
before initiating brain RT

Brain RT before systemic
therapy unless immediate
systemic therapy is indicated
Initiate steroids

—>

Response
Assessment
Following
Primary
Treatment
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Response Assessment Following

Primary Treatment Adjuvant Therapy

Durvalumab(category 1)
Prophylactic cranial

Limited stage — irradiation(PCTO or
consider MRI brain
Complete surveillance
response or N
partial response MRI brain surveillance
+

Extensive stage —> Consider PCI
Consider thoracic RT

See treatment response

.. Durval b .
assessment in principle Limited stage (ca::gao?;nf) ——» |Surveillance
of image Stable disease
CBC
Electrolytes, Extensive stage >

LFTs.BUN.creatinine

Primary _ Subsequent therapy/
progressive disease Pallitive therapy

SRR S E G ER F fR R SEER R § B R (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 72
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 ——>

Extensive stage ——>

After completion of initial
therapy

Oncology follow up visits
every 3 mo during y 1-2,
every 6 mo during y3,
then annually

After completion of initial
therapy or subsequent
therapy

Oncology follow up visits
every 2 mo during y 1,
every 3-4 mo during y 2-3,
then every 6mo during
y4-5, then annually

R R A

Clinical Guideline 2026 version 20.0

Surveillance

Provide survivorship care

plan after completion of initial

therapy

H&P, blood work only as
clinically indicated
Surveillance CT, Brain MRI
(preferred) or CT with
contrast every 3-4 mo during
y 1, then every 6mo
afterwards, then as clinically
indicated(regardless of PCI
status)

New pulmonary nodule
should initiate workup for
potential new primary
Smoking cessation
intervention

FDG-PET/CT is not
recommended for routine
follow-up unless a contrast
CT or MRI is contraindicated

SR RHRE SRR SRR 0 R RSP R 5 B M1 6(SDM)

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

Relapse, See
— Subsequent
therapy

73

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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Progression Disease

PS 0-2
Relapse or
primary
progressive
disease
PS 3-4

Gk 323 ErEL

Subsequent Therapy/Palliative Therapy

Continue until
progression or

Response — gt(}VelOpment

Subsequent
systemic therapy
or

Palliative
symptom
management
including
localized RT to

symptomatic No response or

unacceptable
toxicity

sites unacceptable
toxicity

PR R R A SR TR B R S B R S & LRI 5456 (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.

PS0-2 »

PS3-4 »

Clinical Guideline 2026 version 20.0

Continue
subsequent
systemic therapy
Palliative
symptom
management
including localized
RT to
symptomatic sites

Palliative symptom
management
including localized
RT to symptomatic
sites

— > Palliative symptom management including localized RT ot symptomatic sites
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Limited stage (maximum of 4-6 cycles)

» Primary or Adjuvant Therapy
Preferred
Cisplatin 50-75 mg/m2 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days for 4-6 cycles (adjusted by Ccr)
Carboplatin (AUC) 4.5-6 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days for 4-6 cycles (adjusted by Ccr)

Consolidation Therapy

Durvalumab 1500 mg Day 1 every 28 Days for up to 12 months(category 1)

Other Recommended

Cisplatin 25 mg/m2 Days 1, 2, 3 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days for 4-6 cycles

SRR S T G SRR R SO S 5 b B 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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> Extensive stage (maximum of 4-6 cycles)

Preferred

Carboplatin AUC 4.5-6 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x
4 cycles followed by maintenance Atezolizumab 1200 mg Day 1, every 21 Days (category 1 for all)

Carboplatin AUC 4.5-6 Day 1 and Etoposide 100 mg/m? Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x
4 cycles followed by maintenance Atezolizumab 1680 mg Day 1, every 28 Days

Carboplatin AUC 4.5-6 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 and Atezolizumab 1200 mg Day 1 every 21 Days x
4 cycles followed by maintenance Lurbinectedin 3.2 mg/m2 and Atezolizumab 1200 mg Day 1, every 21 Days
Carboplatin AUC 4.5-6 Day 1 and Etoposide 80—100 mg/m2 Days 1, 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days
x 4 cycles followed by maintenance Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all)

Cisplatin 50-75 mg/m2 Day 1 and Etoposide 80—100 mg/m2 Days 1, 2, 3 and Durvalumab 1500 mg Day 1 every 21 Days
x 4 cycles followed by maintenance Durvalumab 1500 mg Day 1 every 28 Days (category 1 for all)

Other Recommended

Carboplatin AUC 4.5-6 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days

Cisplatin 50-75 mg/m2 Day 1 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days

Cisplatin 50-75 mg/m2 Day 1 and Etoposide 80 mg/m2 Days 1, 2, 3 every 21 Days

Cisplatin 25 mg/m2 Days 1, 2, 3 and Etoposide 100 mg/m2 Days 1, 2, 3 every 21 Days

Useful in Certain Circumstances

Carboplatin AUC 4.5-6 Day 1 and Irinotecan 50 mg/m2 Days 1, 8, 15 every 21 Days

Cisplatin 60 mg/m2 Day 1 and Irinotecan 50 mg/m2 Days 1, 8, 15 every 21 Days

FL 1R S T R SRR 0 R s % S b 2RI A (SDM)

Note: All recommendations are category 2A unless otherwise indicated. 76
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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SCLC SUBSEQUENT SYSTEMIC THERAPY (PS 0-2)

Preferred

Tarlatamab-dlle(category 1) step-up dose of 1 mg on Day 1 of cycle 1, followed by 10 mg on Days 8 and 15 of cycle 1
and then 10 mg every 2 weeks thereafter in 28-Day cycles Day 1 every 28 Days

Irinotecan 50 mg/m2 Days 1, 8, 15 every 21 Days

Lurbinectedin (if not previously used) 3.2 mg/m2 Day 1, every 21 Days

If prolonged disease free time, re-treatment with platinum-based doublet with or without immunotherapy
Topotecan Oral (PO) or Intravenous (IV)

Other Recommended

CAV (Cyclophosphamide/Doxorubicin/ Vincristine)

Cyclophosphamide 1000 mg/m2 Day 1 and Doxorubicin 45 mg/m2 Day 1 and Vincristine 2 mg/m2 Day 1
Docetaxel 100 mg/m2 Day 1 every 21 Days

Gemcitabine 1000 mg/m2 Day 1,8 every 21 Days

Nivolumab 3 mg/kg Day 1 every 14 Days or

Pembrolizumab 200 mg/m2 Day 1 every 21 Days (if not previously treated with an I1CI)
Oral Etoposide 50 mg/m2 Day 1-21 every 28 Days

Paclitaxel 175 mg/m2 Day 1 every 21 Days

Temozolomide 75 mg/m2 Day 1 every 21 Days

H v % % o Ifosfamide ~ Paclitaxyl ~ Docetaxel ~ Gemcitabine » 7 ¥ 223 i #* o
o # % i§ Platinum ~ Etoposide 2 ¥ - " BE5 ks - VI g * LR oK o

LRI LS T R R SR ¥ 5 % 4B 14 (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.

77



w:m Chung Shan Medical University Hospital R R 4’?} 5l Clinical Guideline 2026 version 20.0

= ISR AR 3]

Non-Small Cell Lung Cancer

Staging Treatment Adjuvant treatment
Operable : Postoperative RT if (1) Margin (+)
 T1-3NO~1 Operation (OP) (R1-2) or (2) pN2
Medically inoperable 1) Definitive radiotherapy (RT) or IR
- cT1~2N0 2) Stereotactic ablative radiotherapy (SABR) Chemotherapy (C/T) if high risk
Medically inoperable 1) Definitive chemoradiation (CRT)

- cT1-3N(H#) 2) RT alone 1f not suitable for C/T Durvalumab
Resectable 1) OP Postoperative RT if (1) Margin (+) (R1-2) or
- cT3~4N0~1 2) Neoadjvant C/T OP (2) pN2
Unresectable 1) Definitive concurrent chemoradiation (CCRT ) | y o0
- CcT3~4NO~1 2) RT alone if not suitable for C/T
Superior Sulcus Tumor 1) Neoadjvant CCRT OP -
 CT3-4NO-1 2) Definitive CCRT Durvalumab if no O
1) Definitive CCRT .
- cT1~3N2 2) Neoadjuvant CT OP 1) Durvalumab if no OP
3) Neoadjuvant CCRT OP 2) PORT if not given
4) RT alone if not suitable for C/T
- cTI1~3N2 1) Definitive CCRT .
2) RT alone if not suitable for C/T Durvalumab if no OP
1) Systemic therapy
2) Definitive RT to oligometastases
Stage IVA, IVB 3) Palliative RT for symptoms
4) Consolidative RT to primary sites
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Staging Treatment Adjuvant treatment
Limited st LOP 1. Adjuvant C/T

Tlen 5 age ' 2. Mediastinal RT if pN1/N2
(cT1~2NO) 2. SBRT

3. Prophylactic cranial irradiation (PCI)_for responder

Limited stage
(cT1~2NO)

Definitive CCRT

PCI for responder

Limited stage
(cT3~4N0, cT1~4N+)

1. Definitive CCRT
2. Definitive SCRT if poor PS

PCI for responder

Extensive stage

1. Systemic therapy
2. Palliative RT for symptoms

1.Brain MRI f/u for responder
2.Thoracic RT or Consider PCI(optional)for responder
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NSCLC RT dose

No ok owdpE

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 (1.8~2Gy/ fraction, 5 times per week)

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

ek X B -‘)ﬁi‘}‘l:‘i—i » £ I F:25~63 % o

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

SCLC RT dose

1.

Limited stage Definitive CCRT:

1) 60~70Gy at (1.8~2Gy/ fraction, 5 times per week),

2) 45-60Gy/30fr at (1.5Gy/ fraction, BID)

Extensive stage: Consolidation thoracic RT w/ 30Gy/10frs ~ 60Gy/ 30fr. i 5 4 TRmk e imm 2o
PCI: 25Gy/ 10fr at (2.5Gy/ fraction, 5 times per week)

80



':"' Chung Shan Medical University Hospital

SBRT dose

e 4 5

Clinical Guideline 2026 version 20.0

KRR Rad) ﬁi‘% FReriniiie (1) 28X T Q)E ik '& B 2T B (ex. Age=T75, W # g £) o
Commonly Used Doses for SABR

Total Dose # Fractions | Example Indications
25-34 Gy 1 Peripheral, small (<2 ¢m) tumors, esp. >1 cm from chest wall
45-60 Gy 3 Peripheral tumors and >1 cm from chest wall
48-50 Gy 4 Central or peripheral tumors <4-5 cm, especially <1 cm from chest wall
50-55 Gy 5 Central or peripheral tumors, especially <1 cm from chest wall
50-60 Gy 5 Peripheral tumors
60-70 Gy 8-10 Central tumors
Maximum Dose Constraints for SABR
OAR/Regimen 1 Fraction 3 Fractions 4 Fractions 5 Fractions
Spinal cord 14 Gy 18 Gy(6 Gy/fx) 26 Gy(6.5 Gy/fx) 30 Gy(6 Gy/fx)
Esophagus 154 Gy 27 Gy(9 Gy/fx) 30 Gy(7.5 Gy/fx) 105% ?f l_)TV
Prescription”
Brachial plexus 17.5 Gy 24 Gy(8 Gy/fx) 27.2 Gy(6.8 Gy/fx) 32 Gy(6.4 Gy/fx)
Heart / pericardium 22 Gy 30 Gy(10 Gy/fx) 34 Gy(8.5 Gy/fx) 105% of PTYV prescription”
Great vessels 37 Gy NS 49 Gy(12.25 Gy/fx) 105% of PTV prescription”
Trachea & proximal bronchi 20.2 Gy 30 Gy(10 Gy/fx) 34.8 Gy(8.7 Gy/fx) 105% of PTYV prescription”
Rib 30 Gy 30 Gy(10 Gy/fx) 40 Gy(10 Gy/fx) NS
Skin 26 Gy 24 Gy(8 Gy/fx) 36 Gy(9 Gy/fx) 32 Gy(6.4 Gy/fx)
Stomach 12.4 Gy NS 27.2 Gy(6.8 Gy/fx) NS

“For central tumor location. NS = not specified.
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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 3045 Gy 3Gy 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 84 Gy 1 Day-1 week
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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 V40 <20%; Mean <20 Gy
Esophagus Mean <34 Gy; Max <105% of prescription dose; V60 <17%; contralateral sparing is desirable

Brachial plexus

Median dose <69 Gy
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A~ R RIS F e0 R B Thermo-Ablation Therapy (TAT)

P EHP W ftie K Radiofrequency Ablation(RFA) ~ it W f e Microwave Ablation(MWA) ~
i fkisJ% Cryoablation (CA)
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