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FTHE

TS 1 40-60 mg po bid D1-10 +
Gemcitabine 800 mg/ m? D1

LuhwnNhE

¥ perioperative Durvalumab (p. 5,6,8,25)
¥ adjuvant alectinib (p.5,6,8,27)

¥ Osimertinib post CCRT (p 6,7,8,9,27, 29)
iﬂgq adjuvant nivolumab (p.5,6,8,25)

TS-1 60 mg/m2/d po bid D1-14 +
Gemcitabine 1000 mg/ m? D8, 15
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SRR & X1
*CXR, Chest CT
*CBC/DC, SMA
*Tumor markers* c ) ith Margin (+) (R1,R2):
S?age 1A ECG o ur:atwe sur.gery .WI Reresection or R/T
disease Gl R~ L F R St 4 radical LN dissection or
(peripheral Ziq'ﬁé e systemic LN sampling
F‘T’ FER
Tlabc, NO) «} &8 EGFR mutation ¥ i#|* Baseline Chest CT

¥z 18 ALK IHC #& /p]*
*# %8 ROS1 IHC #& B[*
*# 8 BRAF IHC # P*
*# %8 PD-L1 & ip|*
A TR 2 Fl R R
*Brain CT/MR#
oA Y

L F Ak A
*Bone scan*

*PET-CT*#

*Pathologic mediastinal

LN evaluation*

o i 14 ,;‘;a}:gﬁ

Definitive R/T, preferably

Margin (-) (RO)

> after Tx,

Hx, PE and CXR,
Tumor markers*
Q3-6M x 2 yrs
then q6M every yr

SABR if not OP

*As clinical indicated

# May not needed for GGO lesion
SABR: Stereotactic ablative radiotherapy

> F/U for 5 yrs
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o TSR A Tl R*
*Brain CT/MR#
o ETAT
AL A
*Bone scan*
*PET-CT#
*Pathologic mediastinal
LN evaluation*

o i 14 ;;%ﬁﬁ

high risk with early
localized disease.

* Durvalumab,

*QOsimertinib (IB-111A, if 19 del
or L858R), or

* Alectinib (II-11A, if ALK+)

L < d e = £ A )
kLRl 2025& ¥ - %
85 =i A sk REY i B

Fe o EEREA :

*CXR, Chest CT Margin (+) (R1,R2):

"CBC/DC, SMA Curative surgery with Reresection £ C/T,

«Tumor markers* ) _g Y _ orR/TXC/T

ECG radical LN dissection or
Stage d R IR R R systemic LN sampling

'ﬁi— }\,f} N R 7;’? '?— b Y . . .
IB/IIA/1IB A IR Ry & after *neoadjuvant ('\\"ﬁrfzj':”(slg‘& ogetis ang || BESEline Chest CT
(T2ab, NO; *1& 4 EGFR mutation  i#]* C/T ICI (Nivolumab IB-1IA with high risk features®, || aiter TX,
T3 size or '*ﬁf;g :g;'l"'lﬁé@??'l_*” or Pembrolizumab followed by Hx, PE and CXR,
satellite .ﬁgi BRAE [HC g:;* or Durvalumab). * Nivolumab ? Tumor markers*

‘E N . . . .

nodules, NO) «} 48 PD-L1 & i2)* Limited resection If :I;A;;z;rl(l)zlrzriz,bo;r Q3-4M x 2 yr,

then g6M every yr
F/U for 5 yrs

Definitive R/T, preferably
SABR, if not OP

Adjuvant C/T for high
risk features &

Best supportive care (BSC)

* As clinical indicated, optional treatment. # May not needed for GGO lesion. ICl: Immune Checkpoint Inhibitors.
& High risk features include poorly differentiated tumors, vascular invasion, wedge resection, visceral pleural involvement and
unknown lymph node status (Nx). SABR: Stereotactic ablative radiotherapy.
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Margin (+) (R1,R2):
S TR Y Curative surgery with Reresection + C/T,
*CXR, Chest CT radical LN Dissection or R/T+C/T
*CBC/DC, SMA or systemic LN
Stage lIB *Tumor markers* —> sampling* after Margin (-) (RO):
(Tlabc-2ab, N1; ECG . gi /T C/T followed by
T3 invasion, NO) Ed RS A FE BRER neoa ‘Juvant / * Nivolumab
BE T ey £ 1CI {Nivolumab, * Atezolizumab, or
Stage IlIA | «i 1 EGFR mutation 4 i|* or Pembrolizumab, * Pembrolizumab, or ine Chest C
(T4 invasion, NO-1; || *1&%8 ALKIHC f&Rl* or Durvalumab). * Durvalumab, or Baseline Chest CT
’ ’

T3, N1;
T4 size or ipsilateral
non-primary lobe,

o} 18 ROS1 IHC # ip]*

*¥ %8 BRAF IHC 1 ip]*

¥4 18 PD-L1 & p]*

ot R TA R A Tl R*

t

* Osimertinib (IB-IIIA, if 19
del or L858R)
* Alectinib (lI-111A, if ALK+)

after T,

Hx, PE and CXR,
Tumor markers*
Q3-4M x 2 yr, then

NO-1). “Brain CT/MR =>( CT £ RT, or TKI (with driver oncogene) -> 46M every yr
b ERAZH PR/SD Durvalumab* (if no 19 del or L858R)
A T RIoY => F/U for 5 yrs
AF EERE => CCRT Osimertinib* (if 19 del or L858R) Y
*Bone scan*
*PET-CT . . .
-Pathologic mediastinal LN => TKI (with driver oncogene) in poor PS

evaluation*

o it 14 g;fgﬁ

—

Best supportive care (BSC)

*As clinical indicated, optional treatment. ICl: Immune Checkpoint Inhibitors.
# Limited resection is appropriate in poor pulmonary reserve or other major comorbidity that contraindicate lobectomy.
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i ¢ » MR PR or SD
*CXR, Chest CT - CCRT Durvalumab* (if no 19 del or L858R);
*CBC/DC, SMA Osimertinib* (if 19 del or L858R).
*Tumor markers*
*ECG Baseline Chest CT after Tx,
Stage IlIA rd R A FF Bk AR Resectable Hx, PE and CXR:k
(T4, N0-1), N ag\gé;al 7 ) e —k% %P —> CT+RT > Opt Tumor markers
%{%%‘" EGFR mutatlon ¥ /E'J* Q3-4M x 2 yrs,
Unresectable o} K8 ALK IHC 3 j2]* then g6M every year
. P F/U for 5 yrs
& 48 ROS1 IHC 5 ip]* Resectable / y
*¥& %8 BRAF IHC #& iR *
*¥& %8 PD-L1 & B*
A TSR A FlRe Y |=>f TKI (with driver oncogene)
*Brain CT/MR

*As clinical indicated, optional treatment.

A

A EARE

*Bone scan*

*PET-CT

*Pathologic mediastinal LN
evaluation*

ETh e B

—>

TKI (with driver oncogene) in poor PS Pt

—

Best supportive care (BSC)

# Limited resection is appropriate in poor pulmonary reserve or other major comorbidity that contraindicate lobectomy.
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L o iR Wik i BE
o RERE _ TP — _ Margin (-) (RO):
*CXR, Chest CT Curative surgery with radical LN Dissection or systemic LN C/T followed by
«CBC/DC, SMA —>» sampling” after *neoadjuvant C/T £ ICI (Nivolumab, or => * Nivolumab
eTumor markers* Pembrolizumab, or Durvalumab). *Atezolizumab, or
*EKG* *Pembrolizumab, or
oid TR s A F ? R * Durvalumab, or
Stage IlIA S AL 7 1 EHEET PR or SD Dur\éalgr?ag*.(if no 1%3((%'}( | * Osimertinib (IB-1IA, i
T1-2, N2 *# 1 EGFR mutation #%#1* | 3| pefiniti or L8S8R); Osimertinib™ { 19 del or L858R), or
efinitive CCRT
¥ 88 ALK IHC # ip* 19 del or L858R) * Alectinib (I1-I1A, if ALK+)
*¥ %8 ROS1 IHC ¥ ip)* N
: o apparent PD
Stage IlIB *# %8 BRAF IHC # i8] * - Induction C/T or PP 3/ OP 1 R/T (if not given) 1
T3, N2 “t 18 PD-L1 & 7] * TKI, £ R/T I

X TR R A FlHRR*
*Brain CT/MR
oA
A FERRE
*Bone scan*
*PET-CT*
*Pathologic mediastinal
LN evaluation*

o5 14 ﬁ*ﬁﬁ

PD ﬁ

R/TEC/T 1

Margin (-) (RO):

C/TorTKLER/T [T

=>» TKI (with driver oncogene) in poor PS Pt

->

Best supportive care (BSC)

Hx, PE and CXR,
Chest CT
bR L
Tumor markers*
g3M x 1 yrs then
g4M x 1 yrs then
g6M every yr
F/U for 5 yrs

* As clinical indicated, optional treatment. ICl: Immune Checkpoint Inhibitors.
# Limited resection is appropriate in poor pulmonary reserve or other major comorbidity that contraindicate lobectomy.




Stage IIIB-IIIC
(TAN2, T1-4N3)

*ECG™

9 ’— . s— %%
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*¥: 18 PD-L1 & Bl*

LN evaluation*
*Brain CT/MR
A
A F AR
*Bone scan
*PET-CT*

E TG He B *

CELRER R J“ A
Jfﬁ%“' EGFR mutat|on e B *

14 %8 ALK IHC # ] *
*# #8 ROS1 IHC # ip|* Pan wild type
1 %8 BRAF IHC s ip|*

X H N TA R A TR R
*Pathologic mediastinal

—>

ALK rearrangemen

CCRT, or ALK TKI £ R/T

PR

>

Definitive CCRT, or C/T

PR or SD

25 W 2
2 mk . e 8%
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Tk 2 K 1 3 2020 F % — K
s =0 IR | ERER - Hisk | LB
B LEH A
*CXR, Chest CT PD Osimertinib
EGFR mutant
*Tumor markers*

ALK TKI or C/T

PR or SD

Durvalumab™ (if no
19 del or L858R)

'

—> Definite CCRT ———>

Osimertinib™ (if 19
del or L858R)

=>» Best supportive care (BSC)

* As clinical indicated, optional treatment.
# Durvalumab 10 mg/kg IV g2w x 12 m, or Durvalumab 1,500 mg IV q4w x 12m

Bl mEHRE

15 CXR,

tumor markers*
g3M x 1 yr, then
g4M x 1 yr, then
Q6M x 3yrs
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*CXR Solitary metastasis to:
*CBC/DC, SMA > Brain, Adrenal Lung
*Tumor markers*

*Chest CT

(including liver/ adrenal gland)
Ed A FEEK D
-V S AR N >
R T Eex P_%v BEF*
¥ %8 EGFR mutation & B *
o %8 ALK IHC ¥ P1*
*}& %8 ROS1 IHC & ip* +——> Bone metastases
¥ %8 BRAF IHC # Pl *
¥ %8 PD-L1 #& P *
SRR R A TR R Malienant plearal effusi
«Bone scan* alignant pleural effusion
«Brain MRI* or disseminated metastases

Local recurrence within the
chest or mediastinum Surgery +/- R/T,

or systematic therapy T R/T ¥,
or R/T alone

*Mediastinoscopy* or TBNAS
*PET-CT* Optional:

§Transbronchoal fine needle aspiration
¥Concurrent chemoradiotherapy
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RO LE & R _ — Lung and Brain OP, Observation if

*CXR Solitary o.r limited T SRS or WBRT or, responsive;

:EEE%CCT A ;netastasw (up ’Fo SRS + WBRT Maintenance

Tumor markers* 10 5> metastatic Osimertinib if || therapy in

EKG* sites) with Surgery or R/Tto || T790M+, or selected Pts;

i R A R resectable lung —> lung and *Amivantamab || 2" line C/T or
Stage || & i uste s & s lesion (NO) metastatic site +C/T supportive care
IVAB || % HI& 2= Bane

44 é‘as-ﬁh
fﬁ%ﬂ" EGFR mutation i *

if disease
progression

M1la ¥ %8 ALK IHC %ﬁiﬁ'{* Targeted therapy if positive for T
M1lb “1& ’% ROSI IHC f& i#]” actionable molecular biomarkers
M1c *# & BRAF IHC 1 7] Disseminated Hx, PE and Tumor

*# 18 PD-L1 & B*

o=t N ER R 2 FlHeR*

A At A
*Bone scan *

*Brain CT/MRI
*PET-CT*

Metastasis

Immunotherapy = chemotherapy
if negative for actionable
molecular biomarkers

markers

*, CXR g3-8w

Integrate palliative
—> care, or single agent
C/T

2 Poor performance status

* High risk of pneumonitis when using osimertinib in combination with or following checkpoint inhibitors.
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SENSITIZING DRIVER ONCOGENE First line therapy Subsequent therapy
Osimertinib = C/T
Gefitinib Osimertinib
_ Afatinib if newly acquired T790M positive*
Exon 19 deletion e
—> Dacomitinib
or L858R . -
Erlotinib Platinum-based chemotherapy
+/- Bevacizumab +/- Bevacizumab
or +/- Ramucirumab

Stage Osimertinib
IVA,B 5768l - N if newly acquired T790M positive*
w1 T e
M1b G719X i Platinum-based chemotherapy
Milc +/- Bevacizumab

Exon 20 Amivantamab + Amivantamab, or

insertion carboplatin + pemetrexed Chemotherapy +/- Bevacizumab

KRAS G12C >

ERBB2 (HER2)
mutation

Platinum-based chemo
+/- Bevacizumab

Sotorasib or Adagrasib, or
Chemotherapy +/- Bevacizumab

!

Platinum-based chemo
+/- Bevacizumab

Trastuzumab deruxtecan (T-DXd)

Trastuzumab emtansine (T-DM1)

* First line did not receive osimertinib
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SENSITIZING DRIVER ONCOGENE

First line therapy

ALK rearrangement
positive

Alectinib
Ceritinib
Crizotinib
Brigatinib
Lorlatinib

Subsequent therapy

Ceritinib or alectinib or brigatinib or
lorlatinib

<

Platinum-based chemotherapy
+/- Bevacizumab

Stage
IVA,B
M1la
M1b
M1lc

ROS1 rearrangement
positive

Crizotinib, Entrectinib,
Repotrectinib, Ceritinib

BRAF V600E
mutation positive

NTRK 1/2/3 fusion
positive

RET rearrangement
positive

Lorlatinib, Entrectinib, Repotrectinib
Platinum-based chemotherapy
+/- Bevacizumab

Dabrafenib + trametinib,

Vemurafenib

Platinum-based chemotherapy
+/- Bevacizumab

Larotrectinib

Platinum-based chemotherapy

MET exon14 skipping —>

—>
Entrectinib +/- Bevacizumab
Capmatinib :
oo | e e demthere
Crizotinib
Selpercatinib :
Pralsetinib — Platinum-based chemotherapy

Cabozantinib

+/- Bevacizumab
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Stage
IVA,B
M1la
M1b
M1lc

*CBC/DC, SMA
*Tumor markers*
*EKG
o5 d IR ~ VAR
T ¥ 2
RS-V SR
N T B
&i&‘ _,gﬁ«}ﬁ-ﬁ

%ﬁo‘f‘" EGFR mutation
P *
¥ %8 ALK IHC ¥ Bl*
¥ %4 ROS1 IHC #& ip)*
*¥5 ¥ BRAF IHC # ip*
¥ %4 PD-L1 & p*
R T T Sl
R*
"1 RS it &
*Bone scan*
*Brain CT/MRI*
*PET-CT*

\Z
v

Disseminated
Metastasis

PD-L1= 50%

"ll ‘\l“ - > I \l‘
E2A 4 e e R AT e IR
g’(s LR Pembrolizumab
) Atezolizum
*Chest CT tezolizumab

Pembrolizumab + Chemotherapy
Atezolizumab + Chemotherapy * Bevacizumab
Nivolumab + Ipilimumab

Nivolumab + Ipilimumab + Chemotherapy
Chemotherapy * Bevacizumab

Pembrolizumab

Pembrolizumab + Chemotherapy
Atezolizumab + Chemotherapy * Bevacizumab
Nivolumab + Ipilimumab

Nivolumab + Ipilimumab + Chemotherapy
Chemotherapy * Bevacizumab

EGFR()
>
ALK(-) D-L1 1~49%
ROS1()
PD-L1< 1%

Pembrolizumab + Chemotherapy
Atezolizumab + Chemotherapy * Bevacizumab
Nivolumab + Ipilimumab

Nivolumab + Ipilimumab + Chemotherapy
Chemotherapy * Bevacizumab
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ADENOCARCINOMA, SQUAMOUS, LARGE CELL,

NSCLC NOS

Systemic immune checkpoint inhibitors:
INITIAL CYTOTOXIC THERAPY

Nivolumab or Pembrolizumab or Atezolizumab
PS0-2 | Other systemic therapy:

Docetaxel or Pemetrexed or Gemcitabine or
Paclitaxel or Docetaxel + Ramucirumab

pPs0-2 | Systemic therapy Progression

PS3-4 | Best supportive care

Continuation maintenance
Pembrolizumab = Pemetrexed,
Atezolizumab * Bevacizumab,
Nivolumab/Ipilimumab, Pemetrexed,
Gemcitabine, Bevacizumab * Pemetrexed
or

Switch maintenance

Pemetrexed, Docetaxel

or

Close observation
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Published C/T Regimens

Schedule

Cisplatin 60-75 mg/m2, IV, D15 + Vinorelbine 25 mg/m2, IV, D1,8,15

Q28 d x 4-6 cycles

Cisplatin 60-75 mg/m2, IV, D8 + Vinorelbine 60-75 mg/m2, PO, D1,8

Q21 dx 4-6cycles

Cisplatin 60-75 mg/m2, IV, D15 + Docetaxel 30 mg/m2, IV, D1,8,15

Q28 d x 4-6 cycles

Cisplatin 60-75 mg/m2, IV, D15 + Paclitaxel 60 mg/m2, 1V, D1,8,15

Q28 d x 4-6 cycles

Cisplatin 60-75 mg/m2, 1V,D15 + Gemcitabine 900-1000 mg/m2, 1V, D1,8,15

Q28 d x 4-6 cycles

Cisplatin 60-75 mg/m2, IV, D1 + Pemetrexed 500 mg/m2, IV, D1 *

Q21 d x 4-6 cycles

Gefitinib 250 mg po gd ( EGFR mutant )

Till PD or unacceptable toxicity

Erlotinib 150 mg po qd ( EGFR mutant )

Till PD or unacceptable toxicity

Afatinib 40 mg po qd ( EGFR mutant )

Till PD or unacceptable toxicity

Dacomitinib 45 mg po gd ( EGFR mutant )

Till PD or unacceptable toxicity

Osimertinib 80 mg po qd (EGFR mutant)

Till PD or unacceptable toxicity

Osimertinib 80 mg po gd + Pemetrexed 500 mg/m2, IV, D1 + (Cisplatin 60-75
mg/m2, IV, D1 or Carboplatin AUC 4-6 D1) (EGFR mutant)

Till PD or unacceptable toxicity

Erlotinib 150 mg po gd + ramucirumab 10 mg/kg IV (EGFR mutant)

Till PD or unacceptable toxicity

Erlotinib 150 mg po gd + bevacizumab 7.5-15 mg/kg IV (EGFR mutant)

Till PD or unacceptable toxicity
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Published C/T Regimens

Schedul

Amivantamab 1400 mg (1750 mg, > 80 kg) gw for the first 4 weeks up tp C2D1,
and then 1750 mg (2100 mg, 280 kg) q3w starting at C3D1 + carboplatin AUC 4-6
g3w for 4 cycles + *Pemetrexed 500 mg/m?2 till PD (Exon 20 insertion)

Till PD or unacceptable toxicity

Crizotinib 250 mg po bid (ALK or ROS1 rearrangement or MET Exon 14 Skipping)

Till PD or unacceptable toxicity

Alectinib 600 mg po bid (ALK rearrangement)

Till PD or unacceptable toxicity

Ceritinib 450 mg po qd (ALK or ROS1 rearrangement)

Till PD or unacceptable toxicity

Brigatinib 90 mg po qd (first 7 days lead-in) -> 180 mg po qd (ALK rearrangement)

Till PD or unacceptable toxicity

Lorlatinib 100 mg po qd (ALK rearrangement or ROS1 rearrangement)

Till PD or unacceptable toxicity

Entrectinib 600 mg po qd (ROS1 rearrangement or NTRK1/2/3 Gene Fusion)

Till PD or unacceptable toxicity

Repotrectinib 160 mg po qd (ROS1 rearrangement or NTRK1/2/3 Gene Fusion)

Till PD or unacceptable toxicity

Dabrafenib 150 mg PO bid + trametinib 2mg PO gd (BRAF V600E Mutation)

Till PD or unacceptable toxicity

Dabrafenib 150 mg PO bid (BRAF V600E Mutation)

Till PD or unacceptable toxicity

Vemurafenib 960 mg PO bid (BRAF V600E Mutation)

Till PD or unacceptable toxicity

Larotrectinib 100 mg PO bid (NTRK1/2/3 Gene Fusion)

Till PD or unacceptable toxicity

Capmatinib 400 mg PO bid (MET Exon 14 Skipping)

Till PD or unacceptable toxicity

Tepotinib 450 mg PO qd (MET Exon 14 Skipping)

Till PD or unacceptable toxicity
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Published C/T Regimens

Schedule

Selpercatinib 120 mg PO bid (< 50 kg) or 160 mg PO bid (> 50 kg) (RET Rearrangement)

Till PD or unacceptable toxicity

Pralsetinib 400 mg po qd (RET Rearrangement)

Till PD or unacceptable toxicity

Cabosantinib 60 mg PO qd (RET Rearrangement)

Till PD or unacceptable toxicity

Pembrolizumab 2mg/kg IV or Pembrolizumab 200 mg IV

Q3w until PD or 2yr

Atezolizumab 1200 mg IV

Q3w

Nivolumab 3mg/kg IV + Ipilimumab 1mg/kg IV

Nivolumab Q2w, Ipilimumab Qéw

Cisplatin 60-75 mg/m?2, IV, D1 + *Pemetrexed 500 mg/m2, IV, D1 +
Pembrolizumab 2 mg/kg iv or Pembrolizumab 200 mg IV x 6 cycles, and then
Pemetrexed 500 mg/m2,IV,D1 + Pembrolizumab 2mg/kg or 200 mg,IV,D1

Q3w until PD

— M ZME M AN FIN R o RS Bk a2 dhie s A EE S BN BEEF AR
i ks BF#akm plier hy & (LRFIE - HE AL I FAF Y EVERES)
i Ehioh ~ 2 op L hE i RER R A D Binf s 0 B E R (personalized treatment) s o

cFEE D BEH A I KRR E o T NERISE AT EE LR
e & % i3 & > CCr<60 ml/min » cisplatin ¥ 12 carboplatin AUC 4-6 B~ iX
* % &_non-squamous histology, ;X #

CESREFAE SR ESRE RS LT 2 i e NN
* & * Y non-squamous cell carcinoma _E'_%\ 2 A i mﬁf‘a A

7 bevacizumab ¢ contraindication - platinum doublet ¥ 14 &5 * bevacizumab
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Published C/T Regimens

Schedule

*Pemetrexed 500 mg/m2 IV D1

Q21 d Till PD or unacceptable toxicity

*Docetaxel 30 mg/m2, 1V, D1,8,15

Q28 d Till PD or unacceptable toxicity

#Gemcitabine 900-1000 mg/m2, 1V, D1,8,15

Q28d Till PD or unacceptable toxicity

#Bevacizumab 7.5 mg/kg IV q3w

Q21d Till PD or unacceptable toxicity

#Pemetrexed 500 mg/m?2 IV + Bevacizumab 7.5 mg/kg IV

Q21d Till PD or unacceptable toxicity

#Pembrolizumab 2mg/kg IV or Pembrolizumab 200 mg IV

Q21d Till PD or unacceptable toxicity or 2yr

#Atezolizumab 1200 mg IV

Q21d Till PD or unacceptable toxicity

#Nivolumab 3mg/kg IV + Ipilimumab 1mg/kg IV

Nivolumab Q2w, Ipilimumab Q6w

# Continuous maintenance therapy * %02 7 Js & f* IR s — IV E LR 46 BRI  FRY -G E

e e P BEL o @ A7 —ersquamous cell carcinoma 4

a,\qgﬁml,wmﬁﬁ Lo

* Switch maintenance therapy @ &2 3 & 7 & IR o — ARV B LR 4-6 B ARS 0 8 - IV E LR

= 7 P\_:-E‘fjé;%’;}';v o
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Published C/T Regimens

Schedule

Gefitinib 250 mg PO QD

Till PD or unacceptable toxicity

Erlotinib 150 mg PO QD

Till PD or unacceptable toxicity

Afatinib 40 mg po qd (2"-line therapy for squamous histology)

Till PD or unacceptable toxicity

Osimertinib 80 mg po qd (if T790M detected)

Till PD or unacceptable toxicity

Ceritinib 450 mg PO QD (ALK rearrangement or ROS1 rearrangement)

Till PD or unacceptable toxicity

Alectinib 600mg PO BID (ALK rearrangement)

Till PD or unacceptable toxicity

Brigatinib 90 mg qd (first 7 days lead in) = 180 mg qd (ALK rearrangement)

Till PD or unacceptable toxicity

Lorlatinib 100 mg po qd (ALK rearrangement or ROS1 rearrangement)

Till PD or unacceptable toxicity

Docetaxel 30 mg/m2, 1V, D1,8,15

Q28 d x 4-6 cycles

Pemetrexed 500 mg/m2, IV, D1 #

Q21 d x 4-6 cycles

Paclitaxel 60 mg/m2, 1V, D1,8,15

Q28 d x 4-6 cycles

Gemcitabine 900-1000 mg/m?2, IV, D1,8,15

Q28 d x 4-6 cycles

Vinorelbine 25 mg/ m? 1V, D1,8,15

Q28 d x 4-6 cycles

Vinorelbine 60-75 mg/m2, PO, D1,8

Q21 d x 4-6 cycles

Docetaxel 30 mg/m2, IV, D1,8,15 + Ramucirumab 10 mg/kg IV

Q28 d x 4-6 cycles
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Published C/T Regimens

Schedule

TS-1 40 mg/m? po bid, D1-28

Q42d

TS-1 60 mg/m2/d po bid D1-14 + Gemcitabine 1000 mg/m? D8, 15

Q21d

Entrectinib 600 mg po qd (ROS1 rearrangement or NTRK1/2/3 Gene Fusion)

Till PD or unacceptable toxicity

Repotrectinib 160 mg po qd (ROS1 rearrangement or NTRK1/2/3 Gene Fusion)

Till PD or unacceptable toxicity

Nivolumab 3mg/kg IV

Q2w

Pembrolizumab 2mg/kg IV or Pembrolizumab 200 mg IV *

Q3w

Atezolizumab 1200 mg IV

Q3w

Amivantamab 1400 mg (1750 mg, > 80 kg) qw for the first 4 weeks up tp C2D1, and
then 1750 mg (2100 mg, 280 kg) q3w starting at C3D1 + carboplatin AUC 4-6 q3w
for 4 cycles + *Pemetrexed 500 mg/m2 till PD (EGFR mutant)

Till PD or unacceptable toxicity

Amivantamab 1,050 mg (1,400 mg, > 80 kg) given once weekly for the first 4
weeks, and then once every 2 weeks starting at week 5 (Exon 20 insertion)

Till PD or unacceptable toxicity
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Published C/T Regimens Schedule
Sotorasib 960 mg PO qd Till PD or unacceptable toxicity
Adagrasib 600 mg PO bid Till PD or unacceptable toxicity

Trastuzumab deruxtecan (T-DXd) 5.4 mg/kg IV q3w (ERBB2 (HER2) Mutation) | Till PD or unacceptable toxicity

Trastuzumab emtansine (T-DM1) 3.6 mg/kg IV g3w (ERBB2 (HER2) Mutation) | Till PD or unacceptable toxicity
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Published C/T Regimens

Schedule

Cisplatin 60-75 mg/m2, IV, D1
Pemetrexed 500 mg/m2,IV, D1 #

Q21 d x 2-4 cycles

Cisplatin 60-75 mg/m?2, IV, D15.
Gemcitabine 900-1000 mg/m2,1V, D1,8,15.

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Docetaxel 30 mg/m2, 1V, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Vinorelbine 25 mg/m2, IV, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D8
Vinorelbine 60-75 mg/m2, PO, D1,8

Q21 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Paclitaxel 60 mg/m2, 1V, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D1
Etoposide 60-75 mg/m2, IV, D1-3

Q28d x 2-4 cycles

e % % i A & > CCr<60ml/min > cisplatin r2 carboplatin AUC 4-6 B~ {*
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Published C/T Regimens Schedule

*Nivolumab 360 mg, IV, D1 Q21 d x 3 cycles
Cisplatin 60-75 mg/m?2, IV, D1
Pemetrexed 500 mg/m2,IV, D1 #

*Nivolumab 360 mg, IV, D1 Q21 d x 3 cycles
Cisplatin 60-75 mg/m2, IV, D1
Gemcitabine 1000-1250 mg/m2,IV, D1,8 *

*Nivolumab 360 mg, IV, D1 Q21 d x 3 cycles
Cisplatin 60-75 mg/m2, 1V, D1
Paclitaxel 175-200 mg/m2, 1V, D1

*Nivolumab 360 mg, IV, D1 Q21 d x 3 cycles
Cisplatin 60-75 mg/m2, 1V, D1
Paclitaxel 60 mg/m2, 1V, D1,8,15

e & % i * & > CCr<60 ml/min » cisplatin ¥ 12 carboplatin AUC 4-6 B~ i&

# i * 3% non-squamous cell carcinoma _ELT%‘« 27 i m){% A

S i * %> squamous cell carcinoma _ELT%‘« 27 i m){% A

*For those patient with tumor = 4 cm, or node positive, and no contraindications to immune checkpoint inhibitors. Contraindications
for treatment with PD-1/PD-L1 inhibitors may include previously documented autoimmune disease, and/or current use of
immunosuppressant agent.
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Published C/T Regimens

Schedule

Pembrolizumab 200 mg day 1 + Cisplatin 75 mg/m? day 1,
gemcitabine 1000 mg/m? days 1 and 8,
then pembrolizumab 200 mg as adjuvant treatment after surgery

Q21 d x 4 cycles (neoadjuvant)
Q21 d x up to 13 cycles (adjuvant)

Pembrolizumab 200 mg day 1 + Cisplatin 75 mg/m? day 1,
pemetrexed 500 mg/m? day 1 %,
then pembrolizumab 200 mg as adjuvant treatment after surgery

Q21 d x 4 cycles (neoadjuvant)
Q21 d x up to 13 cycles (adjuvant)

Durvalumab 1500 mg and platinum-based doublet chemotherapy,
then Durvalumab 1500 mg as adjuvant treatment after surgery

Q21 d x 4 cycles (neoadjuvant)
Q28 d, up to 12 cycles (adjuvant)

Nivolumab 360 mg and platinum-based doublet chemotherapy,
then Nivolumab 480 mg as adjuvant treatment after surgery

Q21 d x 4 cycles (neoadjuvant)
Q28 d, up to 13 cycles (adjuvant)

e & % i * & > CCr< 60 ml/min - cisplatin ¥ 12 carboplatin AUC 4-6 B~ &
# i¢ * ** non-squamous cell carcinoma 5 & 7] f o5 4
* & * %% squamous cell carcinoma LROE SRt

*For those patient with tumor = 4 cm, or node positive, and no contraindications to immune checkpoint inhibitors. Contraindications
for treatment with PD-1/PD-L1 inhibitors may include previously documented autoimmune disease, and/or current use of

immunosuppressant agent.
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Published C/T Regimens

Schedule

Cisplatin 60-75 mg/m2, IV, D1
# Pemetrexed 500 mg/m2,IV, D1

Q21 d x 2-4 cycles

Cisplatin 60-75 mg/m?2, IV, D15.
Gemcitabine 900-1000 mg/m?2,1V, D1,8,15.

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Docetaxel 30 mg/m2, 1V, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Vinorelbine 25 mg/m2, IV, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D8
Vinorelbine 60-75 mg/m2, PO, D1,8

Q21 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D15
Paclitaxel 60 mg/m2, 1V, D1,8,15

Q28 d x 2-4 cycles

Cisplatin 60-75 mg/m2, IV, D1
Etoposide 60-75 mg/m2, IV, D1-3

Q28d x 2-4 cycles

Tagafur/Uracil 300-500 mg POQD #

Maintenance for 2 years

F %7 i * & > CCr< 60 ml/min » cisplatin ¥ 12 carboplatin AUC 4-6 P~ &
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Published C/T Regimens Schedule

Atezolizumab 840 mg, IV, Q2W &
Atezolizumab 1200 mg, IV, Q3W & Up to 1 year.
Atezolizumab 1680 mg, IV, Q4W &

Pembrolizumab 200 mg, IV, Q3W *

i . Up to 1 year
Pembrolizumab 400 mg, IV, Q6W *

Osimertinib 80 mg PO QD 3 years is preferred
Alectinib 600 mg po bid 2 years is preferred

e  EF i A iE  CCr<60ml/min > cisplatin ¥ 12 carboplatin AUC 4-6 B~ X

& Atezolizumab for patients with completely resected stage IIB-IIIA, stage I1IB (T3, N2), or high-risk stage 1A NSCLC with PD-L1 = 1% and
negative for EGFR exon 19 deletion or exon 21 L858R mutation or ALK rearrangement who received previous adjuvant chemotherapy and no
contraindications to immune checkpoint inhibitors.

% Pembrolizumab for patient with completely resected stage IIB—IIIA, stage IlIB (T3, N2), or high-risk stage IIA NSCLC, and negative for

EGFR exon 19 deletion or exon 21 L858R mutation or ALK rearrangement who received previous adjuvant chemotherapy and no
contraindications to immune checkpoint inhibitors.



2| dme W R

3&%%@%&
kPRl 2025% % - %

o b v Bing st Rk At (-)

Published C/T Regimens Schedule

Cisplatin 50-60 mg/m?2, IV, D1

#Pemetrexed 500 mg/m2,IV, D1

Q21 d x 3 cycles with concurrent thoracic RT

Carboplatin AUCS5, IV, D1

#Pemetrexed 500 mg/m2,IV, D1

Q21 d x 4 cycles with concurrent thoracic RT

Carboplatin AUC 2, IV, QW

Paclitaxel 45-50 mg/m2, IV, QW

Concurrent thoracic RT

Cisplatin 50-60 mg/m?2, IV, D1

Docetaxel 20-25 mg/m2,I1V,D1,

Q28 d x 2-4 cycles with concurrent thoracic RT
8,15

Cisplatin 50-60 mg/m?2, IV, D1

Docetaxel 30-35 mg/m2,IV,D1,15

Q28 d x 2-4 cycles with concurrent thoracic RT

F%# a3 %> CCr < 60 ml/min

» cisplatin ¥ ™ carboplatin AUC 4%~ &

# ¢ >v2 4 squamous cell carcinoma %5 3| i i 4
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Cisplatin 50 mg/m2, IV, D15 Q28 d x 4 cycles with concurrent thoracic RT
Vinorelbine 20-25 mg/m2, IV, D1,8,15

Cisplatin 50 mg/m2, IV, D15 Q21 d x 4 cycles with concurrent thoracic RT
Vinorelbine 60-75 mg/m2, PO,D1,8

Cisplatin 50 mg/m2, IV D1,8,29,36 Concurrent thoracic RT

Etoposide 50 mg/m2, IV, D1-5,29-33

Durvalumab 10 mg/kg IV g2w or 1,500 mg IV g4w If no disease progression after definitive CCRT.
(Body weight of 2 30 kg) Up to 1 year

Osimertinib 80 mg PO QD Till PD or unacceptable toxicity

F% s *iE > CCr < 60 ml/min » cisplatin
# 1 * >t7 §_ squamous cell carcinoma _F_f.kﬁi
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