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1. % 7 EGFR mutation ~ ALK ITHC 4 :#l(p.4-8) - 1. #7#PD-L1 =k ipl(p. 4-8)
2. Stage IIB-IIIA > Definite CCRTH #%{s :& » =+ jiv ~ if 2. Stage TIB-IIIA > Definite CCRT#%1s » ATH & & i5 K
Bs £ (p. 5) (p.5) e
3. Stage IITA(TI-2, N2) ~ Stage IIIB(T3,N2 ) CCRT:q 3. Stage IITA(T1-2, N2) ~ Stage IIIB(T3,N2 ) CCRT:¢ %
K > % No apparent PD > R|=+ 4> FPD > BI:EFR/T + s » A7#Durvalumab & % /5% (p.6)
C/T (p.6) - 4, T3, N2 #v~ # 5 1IIB (p.6)
4. T3, N2 & 5 II1TA~ # (p.6) 5. ATHIIIC (T4N2, T1-4N3)~ #g(p. 7) °
5. ¥ 7 Stage IIIB~# (p.7) 6. HRAJCCH 8=~ > % w HATHMIc > ATH LIS 2 L&
6. %=z &HMla-MbAs#H » 73 wlocal o resectable e (p. 8)
(Brain ~ Lung lesion)is% (p.8) 7. #7#Stage IVA-B> Mla ~ MIb ~Mlc g 4 5 &t
7. #>*Stage IVA-B- Mla ~ Mlb~Mlc =up * F &t SENSITIZING DRIVER ONCOGE » &% — ~ = &Rensk
SENSITIZING DRIVER ONCOGE:f g + » A & - ~ = & (p.10) -
e (p. 10) 8.  A7#fStage IVA-Byi + 2% DRIVER ONCOGE - ix 7
8. Stage IVA-Befup A PD-L1§ 50%h4 3 » & £ s = mutation > ®PD-L17% 50%n% 3 » #73 & & 5% (p. 11)
F(p.11) 9. —HoRPDT o BB VURY N B ISR Y B
9. @m- SSHPDIE > VR LB IaR Y E(p.12) (p.12)
10, 23 T a3 d* Z3EAo 10, #73 & 2 fye* i3 3 £38(p. 13)
11, &- e B0 Fk ™ 2. L% * 2(p. 14) 11, R7H - Senit B0k ™ 2 L5 £(p. 14)
12. Ba Rm7 2 - Aenit B0k BF R £(p.15) [ 12, F¥ &% 5 o 8 kmd d2 - Al B0 e
13, @a4F o> 2 B * a2 H(p.16) - (p. 15)
14. Ceritinib & # & %750 mg(p. 17) 13, A7 ‘adF o f i 2 V% % #(p. 16)
15, &= M2 - MRz (s Biofia (p.18) 14. g #Ceritinib # & 5450 mg#| & (p. 17)
16. FRle3h it 80k b5, 5% A 2 &2 (p. 21) 15. R - M2 - M2 (S end B isFk k™ (p.18)
16, F7H I 1 £ 50k b EU A A 2 AR (p. 21) 3
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*CXR, Chest CT Cur.atlve Surgery Margin ( +)
«CBC/DC, SMA with radical LN (R1,R2)
Stage I/l *Tumor markers* Dissection or Reresection or R/T
di & > *ECG N systemic LN +C/T
sease | |wsgd min s 25§ || sampling
Bt BB Limited resection If Margin (-) (RO) Baseline Chest CT
ER Ll E_%k & high risk with early C/T advised for  —s after Tx, Hx, PE and
“tx 48 EGFR%@ . localized disease Pts with high risk Cm);Rr'kerJSTOF
mutation & P
ke Al ALK IHC K 2] features Q3-4M x 2 yrs then
: 6M every yr
# %8 PD-L1 +&p* — 9
-Braip;\ CT/MR* / 15| Definite R/T £ A F/U for 5 yrs
o | }?E%K?té'g g # C/T if not OP
*Bone scan? .
PET.CT# =>» Best supportive care (BSC)
*Mediastinoscopy*
YN - ¥4 };E %ﬁ EL

* As clinical indicated

# May not needed for GGO lesion
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*CXR, Chest CT .
«CBC/DC, SMA Margin (+)
*Tumor markers* . (R1,R2 ).
Stae IIB-IIIA ECG Curative surgery Reresection or R/T
13 g R~ A F with radical LN T C/T
9 >

invasion,NO-1
Resectable T4
extension,NO-1

Stage IlIA
(T4,NO-1),
Unresectable

> Dissection or
CRUEE.T -4 systemic LN Margin (-) (RO) Baseline Chest
¥ %8 EGFR samplingT C/T advised for CT after Tx, Hx,
mutation & if|* Pts with high risk PE and CXR,
*}& 8 ALK IHC f& iR]* features Tumor markers*
%% PD-L1 #p|* Q3-4M x 2 yrs
*Brain CT/MR
o b oMLIRAz gt then g6M every
S AT RE —> CCRTor C/T ;
A FEBRA Y
*Bone scan F/U for 5 yrs
*PET-CT
*Mediastinoscopy*  =» Best supportive care (BSC)
N ) };‘; v}:ﬁ ﬁ
> Definite CCRT H Durvalumab 5
) .
Poor PS Best supportive care (BSC) * As clinical indicated
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RG] Curative surgery with radical LN
*CXR, Chest CT 7 Dissection
*CBC/DC, SMA or systemic LN sampling
*Tumor markers* 5 I o
. . — urvaluma
Stage A Iﬂ«j T 1o Definite No apparent PD
SRR ? /CCRT 4OP
T1-2, N2 ,};ﬁ HAFGES
Stage B E U ﬁ—\q § A L) Induction > | R/T+C/T A 4
T3, N2 %—;%ﬁ EGFR C/TER/T PD Hx, PE and CXR,
mutation # p|* Chest CT
4 ¥ ALK IHC # 7B * FEIRAT ALK
¥ %8 PD-L1 +&p|* Tumor markers*
-BraTéCT{’h/LR‘ Margin (-) (RO) q3M x 1 yrs then
"t RAL T A C/T advised for Pts q4M x 1 yrs then
.)t £ A "er *
Bojef'ci*ﬁ & > with high risk —> qiM every yr
* + F/U for 5 yrs
PET-CT* features T R/T Yy
*Mediastinoscopy*
Py =>| Best supportive care (BSC)

s WP G B
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* As clinical indicated
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*CXR, Chest CT
*CBC/DC, SMA ; T
’ 0 tinib if
*Tumor markers* > EGFR TKI = RT or T;gga ;Iréltecl:ted
*ECG EGFR mutant CCRT
Stage IlIB-IIIC Sd kR~ A FEE
T4N2.T1- = Gasw G517 g > ALK TKI + RT or 2G ALK TKI
( ! _& 4 v 1L e ALK rearrangement
4N3) : ; WA T SR e CCRT
. \:E. R
°1?ﬁ%§ EGFR mutation » | Definite CCRT or Durvalumab
1 P Pan wild type c/T
*¥ %8 ALK IHC #% B*
° B _ NS f ’ I.mf_
1 PO LL ATt pefinite CCRT |—» | Durvalumab | e | 1 L RER
*Mediastinoscopy %
for N2/N3 disease CXR,

*Brain CT/MR

o P IR F A
i EERE”
*Bone scan,PET-CT*
ST N B

=> Best supportive care (BSC)

tumor markers*
g3M x 1 yr, then
g4M x 1 yr, then
Q6-12M x 3yrs

* As clinical indicated
7
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-C@R Solitary Lung OP and Observation if
R Brain ] Brain OP £ WBRT or SRS i
Chest CT / 5| Brain > WBRT £ SR resPonS|ve ,
*CBC/DC, SMA adrenal or * Maintenance
*Tumor markers* > Metastasis or SRS alone therapy in
*EKG with selected Pts,
St .5‘;‘.‘;'; ﬁi/& ~ %4 Riﬁ% resectable I Surgery or R/T to Z”d I|ne C/T or
age A - . .
; /i o r ﬁjﬁ % Lung lesion Adrena both lung and Osimertini supportive care
IVA,B BBIRE T gland adrenal tumors . if disease
FRMT B e 0 if T790M ;
Mia ] detected progression
M1b T et . A
¥ %8 EGFR mutation \
Milc ¥ P * Positive Gefitinib or Afatinib or He PE and Turmor |
4 ALK IHC e 3#1* | 5| Disseminated Erlotinib or osimertinib => X, ot O
o %8 PD-L1 IHC ¥ ;8| . EGFR mutation | or erlotinib+ bevacizumab markers~, q=-
s ~ Metastasis > 4W x 6m then
b v R de Negative C/T with 2 agents ﬁ g8W x 1 yr then
"R R A _ * bevacizumab ql2w x 1yr
Bon.e scan Negative C/T for 4 to 6 cycles
*Brain CT/MRI Di inated > '1‘
PET-CT* »| Disseminate ALK T
Metastasis Positive 7 > Crizotinib, Ceritinib, Alectinib

Poor Performance
status

>

Best supportive care
or single agent C/T

8
* As clinical indicated
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*CXR
*CBC/DC, SMA
*CEA*
*Chest CT
(including liver/
adrenal gland)
Ed A FEHKA
- S Al Y
N HT B
E’.%« BER
¥ %8 EGFR mutation
R
o} %8 ALK IHC # P *
*Bone scan*
*Brain MRI*
*Mediastinoscopy*
or TBNAS
*PET-CT*

Solitary
metastasis to
Brain
Adrenal

Lung

Surgery
+/-R/T or
R/T alone

Local recurrence
within the chest
or mediastinum

C/T as in M1 disease

Malignant pleural
effusion or
disseminated
metastases

* optional

§Transbronchoal fine needle aspiration
¥Concurrent chemoradiotherapy
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SENSITIZING DRIVER
ONCOGEN

First line therapy

Sensitizing
EGFR mutation
positive

Stage
IVA,B
M1la
M1b
M1lc

Gefitinib
Erlotinib
Afatinib
Osimertinib
+/-
Bevacizumab

ALK
rearrangement
positive

Crizotinib
Ceritinib
Alectinib

ROS1
rearrangement
positive

Crizotinib
Ceritinib

PD on crizotinib

Second line therapy

Osimertinib
If newly acquired T790M positive*

Platinum-based chemotherapy
+/- bevacizumab

Ceritinib or alectinib

Platinum-based chemotherapy
+/- bevacizumab

BRAF V600E
mutation positive

Dabrafenib+
trametinib

v

Platinum-based chemotherapy
+/- bevacizumab

* First line did not received osimertinib

Platinum-based chemotherapy
+/- bevacizumab

10
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*CXR

*Chest CT

*CBC/DC, SMA
*Tumor markers*
*EKG

g T % N 94 RE 4
Stage .“q“:j '}j‘(/l’? 3\—%%

IVA,B /‘ N R

- o i
PD-L1=50% [ pembrolizumab

- S SRR U . ) )
M1la F; ﬁ; ;}i\f;:}: ij fg $» Disseminated EGFR(-)
= S X B . i
Mib %L( B Metastasis
M1lc o5 Y i _
JFME EGFR mutation Carbo/Pemetrexed/Pembrolizumab
te R * PD-L1 0~100%

Carbo/Paclitaxel/Pembrolizumab

° 3] spi| *
48 ALK IHC # ip) Carbo/Paclitaxel/Bevacizumab/Atezolizumab

*# %4 PD-L1 IHC ¥

iRI*

"1 RS Mtk A
*Bone scan*

*Brain CT/MRI*
*PET-CT*

11
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Q[S)E'ES%QRSC'NOMA, SQUAMOUS, LARGE CELL, Systemic immune checkpoint inhibitors

INITIAL CYTOTOXIC THERAPY

PS 0-2

Systemic
therapy

Progression

Stable

Nivolumab or Pembrolizumab or
atezolizumab

PS 0-2| Other systemic therapy

Docetaxel or pemetrexed or gemcitabine
or paclitaxel or

Docetaxel + ramucirumab

Best supportive
care

PS 3-4

Continuation maintenance
Pembrolizumab, Gemcitabine
or

Switch maintenance
Docetaxel

or

Close observation

12
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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 -6 cycles

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, IV,D15 + Gemcitabine 900-1000 mg/m2, IV, 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
Crizotinib 250 mg po bid (ALK rearrangement) Till PD or unacceptable toxicity
Alectinib 600 mg po bid (ALK rearrangement) Till PD or unacceptable toxicity
Ceritinib 450 mg po gd(with low fat meal) Till PD or unacceptable toxicity

F %A A & 5 CCr< 60 ml/min - cisplatin ¥ 12 carboplatin AUC 4-6 B~ iX
# %_nonsquamous histology, 273 bevacizumab ¢ contraindication > platinum doublet ¥ 14 & * bevacizumab

IR Y TSt T L TR T R e ¥

X i * >t 2 ¥_ squamous cell carcinoma iﬁ‘v g A i rmria A
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Pembrolizumab 2 mg/kg iv

Published C/T Regimens Schedule
Pembrolizumab #2mg/kg IV Q3w
Cisplatin 60-75 mg/m2, IV, D1 + *Pemetrexed 500 mg/m2, IV, D1+ Q3w

F % # i3 & > CCr<60 ml/min » cisplatin ¥ 12 carboplatin AUC 4-6 B~ &

# %_ nonsquamous histology, X3 bevacizumab 7 contraindication ’ platinum doublet ¥ 14 & * bevacizumab

g g AR e A BT 2 4w A

X i# % 37 §_ squamous cell carcinoma ,B_%k il m;];q A
# i * > PD-L1 expression = 50% s A

14
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Published C/T Regimens Schedule

Gefitinib 250 mg PO QD ( 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

Pemetrexed 500 mg/m2, IV, D1 Q21 d x 4-6 cycles

Docetaxel 30 mg/m2, 1V, D1,8,15 Q28 d x 4-6 cycles

Paclitaxel 60 mg/m2, IV, D1,8,15 Q28 d x 4-6 cycles

Gemcitabine 900-1000 mg/m2, 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

Crizotinib (ALK rearrangement) Till PD or unacceptable toxicity

Alectinib 600 mg po bid (ALK rearrangement) Till PD or unacceptable toxicity

Ceritinib 450 mg po qd(with low fat meal) Till PD or unacceptable toxicity
X - ZHE - RN2Z DI BILR o e L BNk 1;#%\}’;3 A EEE S MR S E.%‘«?f‘;‘ A~ BB AR S B o R R
RliE* chy & (lz&?* BHE AL I FAF - R EVEREE) ~FRIETF R ADEE R ST e
KE R A D F N 0 B3 EE (personalized treatment) fhic o AR LRI T 2 op R
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Published C/T Regimens Schedule
*Pemetrexed 500 mg/m2 IV D1 Q21 d Till PD or unacceptable toxicity
*Erlotinib 150 mg PO QD Till PD or unacceptable toxicity
*Docetaxel 30 mg/m?2, IV, D1,8,15 Q28 d Till PD or unacceptable toxicity
#Gemcitabine 900-1000 mg/m?2, IV, 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/m2 IV + Bevacizumab 7.5 mg/kg | Q21d Till PD or unacceptable toxicity
IV
#Pembrolizumab 2mg/kg IV Q21d Till PD or unacceptable toxicity

#Continuous maintenance therapy : i< 3 P & IR o - AT E LR 4-6 BoRARLS o FFR Y - ML E LR
#oen— &S o & %307 & squamous cell carcinoma e F A& dup 4

* Switch maintenance therapy @ %iX § & Jp & it i in™ > - SR Fingy 4-6 BRARE > R ¥ & - R Finff> 3 %R o

16



2 20 W ‘R r‘_}
Lo dm e 5 PEFARF IR
: A Tk BRdnsl 20184 % - i

STRE A2 BB RARS (&)

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

Crizotinib 250 mg PO BID (ALK rearrangement) | Till PD or unacceptable toxicity

XCeritinib 450 mg PO QD (ALK rearrangement) | Till PD or unacceptable toxicity

XAlectinib 600mg PO BID (ALK rearrangement) | Till PD or unacceptable toxicity

Docetaxel 30 mg/m2, IV, D1,8,15 Q28 d x 4-6 cycles
#Pemetrexed 500 mg/m?2, 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/m2, 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

X — & crizotinib jo R & v & A @R
X - - HE - M2 eniL 5‘3;‘;;}% s ﬁ@;{;#‘g% L %‘3;‘;;)% s ije;}ygzv\;i;f;n%ga N ;];5 L= 7N 5] ‘35_3%;%;@]% N
Wik s BE AR Rt Y (LpFa M - HE A I FAF - R EVEREE) -
TR EL S R it g 4 isjﬁ_"a‘&}ﬁa AEnfe Bk i 0 B2 8 v (personalized treatment) o o
# % 37 ¥_ squamous cell carcinoma if‘v%‘f‘;‘] sg;rm];s S
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Published C/T Regimens Schedule
Nivolumab 3mg/kg IV Q2w
*Pembrolizumab 2mg/kg IV Q3w
Atezolizumab 1200 mg IV Q3w

* PD-L1 expression = 1% & 4

18
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Published C/T Regimens Schedule
Cisplatin 60-75 mg/m2, IV, D15 Q28 d x 3-4 cycles
Vinorelbine 25 mg/m2, IV, D1,8,15
Cisplatin 60-75 mg/m2, IV, D8 Q21 d x 3-4 cycles
Vinorelbine 60-75 mg/m2, PO, D1,8
Cisplatin 60-75 mg/m2, IV, D15 Q28 d x 3-4 cycles
Docetaxel 30 mg/m2, IV, D1,8,15
Cisplatin 60-75 mg/m?2, IV, D15 Q28 d x 3-4 cycles

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

Cisplatin 60-75 mg/m2, IV, D15. Q28 d x 3-4 cycles
Gemcitabine 900-1000 mg/m?2,1V, D1,8,15.

Cisplatin 60-75 mg/m2, IV, D1 Q21 d x 3-4 cycles
#Pemetrexed 500 mg/m2,IV, D1

F%# i * %> CCr < 60 ml/min > cisplatin ¥ ¥ carboplatin AUC 4-6 B~

# # %372 g_ squamous cell carcinoma ﬁ%\« 2 A 75 m)’% A
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Published C/T Regimens Schedule
Cisplatin 60-75 mg/m2, IV, D15 Q28 d x 4 cycles
Vinorelbine 25 mg/m2, IV, D1,8,15
Cisplatin 60-75 mg/m2, IV, D15 Q21 d x 4 cycles
Vinorelbine 60-75 mg/m2, PO,D1,8
Cisplatin 60-75 mg/m2, IV, D15 Q28 d x 4 cycles
Docetaxel 30 mg/m2, IV, D1,8,15
Cisplatin 60-75 mg/m2, IV, D15 Q28 d x 4 cycles
Paclitaxel 60 mg/m2, 1V, D1,8,15
Cisplatin 60-75 mg/m2, IV, D15. Q28 d x 4 cycles
Gemcitabine 900-1000 mg/m?2,1V, D1,8,15.
Cisplatin 60-75 mg/m2, IV, D1 Q21 d x4 cycles
#Pemetrexed 500 mg/m2,IV, D1
Tagafur/Uracil 300-500 mg PO QD * Maintenance for 2 years

F%#H 2% CCr <60 ml/min» cisplatin

2,

# ¢ * 37 §_ squamous cell carcinoma .

pa

5 1) i ey 4

¥ 12 carboplatin AUC 4-6 2~

20
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Published C/T Regimens

Schedule

Cisplatin 50 mg/m2, IV, D15
Vinorelbine 20-25 mg/m2, IV, D1,8,15

Q28 d x 4 cycles with concurrent thoracic RT

Cisplatin 50 mg/m2, IV, D15
Vinorelbine 60-75 mg/m2, PO,D1,8

Q21 d x 4 cycles with concurrent thoracic RT

Cisplatin 50 mg/m2, IV D1,8,29,36
Etoposide 50 mg/m2, IV, D1-5,29-33

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
#Pemetrexed 500 mg/m2,IV, D1

Q21 d x 3 cycles with concurrent thoracic RT

Carboplatin AUC5, IV, D1
#Pemetrexed 500 mg/m2,IV, D1

Q21 d x 4 cycles with concurrent thoracic RT

Cisplatin 50-60 mg/m?2, IV, D1
Docetaxel 20-25 mg/m2,1V,D1,8,15

Q28 d x 2 cycles with concurrent thoracic RT

F%# 2% > CCr < 60 ml/min > cisplatin ¥ ¥ carboplatin AUC 43~ ix

# ® % 2% & squamous cell carcinoma 25§ 3| g 4

21
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