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Small Cell Lung Cancer
Chemotherapy as primary or adjuvant therapy

Limited Stage (maximum of 4-6 cycles):

During chemotherapy + RT, cisplatin/etoposide is recommended

The use of myeloid growth factors is not recommended during

(arda S SraE)

Cisplatin 75 1 Q3W 4-6 8 —
Etoposide 100 1-3 Q3W 4-6 %
8 9E
EPS

&2

=

Cisplatin 25 1-3 Q3W 4-6 8 15
Etoposide 100 13 QW 46 5

P& mg/m’
Carboplatin AUC 5-6 1 Q3w 4-6 1
Etoposide 100 1-3 Q3W 4-6



Consolidation Therapy

Durvalumab

Durvalumab

Extensive Stage (maximum of 4-6 cycles):

Atezolizumab
Carboplatin
Etoposide
Followed by
Atezolizumab

Durvalumab
Cisplatin
Etoposide
Followed by
Durvalumab

1500 mg

1200 mg
AUCS
100

1200/1680 mg

1500 mg
75-80
80-100

1500 mg

Q4W

Q3W
Q3W
Q3W

Q3W/Q4W

Q3W
Q3W
Q3W

Q4w

24

14

11
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P& mg/m’

Durvalumab 1500 mg 1 Q3W 4 11
Carboplatin AUC 5-6 1 Q3W 4
Etoposide 80-100 1-3 Q3w 4
Followed by ~
Durvalumab 1500 mg 1 Q4w i
e
#
5
Cisplatin 75-80 1 Q3wW 4-6 2,3 Ll
Etoposide 80-100 1-3 Q3w 4-6 g
£+t
k)

&R mg/m’
Cisplatin 25 1-3 Q3W 4-6 12
Etoposide 100 1-3 Q3w 4-6

7l mg/m2
Carboplatin AUC 5-6 1 Q3W 4-6 4
Etoposide 100 1-3 Q3w 4-6
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Subsequent Chemotherapy (PS 0-2)
Chemotherapy-free interval (CTFI) > 6 months

Preferred
¢ Clinical trial enrollment

* Re-treatment with platinum-based doublet

Other Recommended Regimens

(arda S SraE)

Topotecan 1.5 1-5 Q3wW 5

7 mg/m’
Topotecan 2.3 PO 1-5 Q3w 6

U RS il

78 mg/m’
Lurbinectedin 32 1 Q3w 13

P& mg/m’
Tarlatamab 1 mg 1 Q4W ™ 15
10 mg 8, 15 Q4w 1
10 mg 1,15 Q4w 2" to PD
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Chemotherapy-free interval (CTFI) < 6 months
Preferred

¢ Clinical trial enrollment

¢ Re-treatment with platinum-based doublet may be considered for CTFI 3~6 nobths

Pl mg/m2
Topotecan 1.5 1-5 Q3w 5

7 mg/m’
Topotecan 2.3 PO 1-5 Q3w 6

Lurbinectedin 32 1 Q3w 13

Tarlatamab 1 mg 1 Q4w Ist 15
10 mg 8, 15 Q4w Ist
10 mg 1,15 Q4w 2nd to PD

(arda S SraE)
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Other Recommended Regimens

Cyclophosphamide 1000 1 Q3W 5
Doxorubicin 45 1 Q3W
Vincristine 2 mg 1 Q3W

Nivolumab 3 mg/kg 1 Q2W 7

& mg/m’
Pembrolizumab 200 mg 1 Q3W 10

* = BER B AR
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Non-Small Cell Lung Cancer
Adjuvant therapy

Cisplatin 80 1 Q3W
Vinorelbine 30 1,8 Q3w

1-3,25

i e mg/m2
Cisplatin 75 1 Q3W
Vinorelbine 60 PO 1,8 Q3w

19

7l mg/m2
Cisplatin 75 1 Q3W
Gemcitabine 1250 1,8 Q3w

Cisplatin 75 1 Q3W
Docetaxel 75 1 Q3w

Non-squamous

Cisplatin 75 1 Q3W
Pemetrexed 500 1 Q3w

(arda S SraE)
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Non-squamous

12

Carboplatin AUC 5 1 Q3W
Pemetrexed 500 1 Q3w

Pl mg/m2
UFUR 200 PO BID/TID 20

13

Carboplatin AUC 5 1 Q3w
Pemetrexed 500 1 Q3w

& mg/m’
Carboplatin AUC 5 1 Q3w
Gemcitabine 1000 1,8 Q3w

13

14

Carboplatin AUC 6 1 Q3w
Paclitaxel 200 1 Q3w

21

Cisplatin 100 1 Q4w 4
Etoposide 100 1-3 Q4w 4

(arda S SraE)
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Neoadjuvant therapy

Cisplatin 80 1 Q3W
Vinorelbine 30 1,8 Q3w

1-3,25

fil iy mg/m2
Cisplatin 75 1 Q3W
Vinorelbine 60 PO 1,8 Q3w

19

pil sy mg/m2
Cisplatin 75 1 Q3W
Gemcitabine 1250 1,8 Q3w

Cisplatin 75 1 Q3W
Docetaxel 75 1 Q3w

Non-squamous

Cisplatin 75 1 Q3W
Pemetrexed 500 1 Q3w

(arda S SraE)
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Non-squamous

Carboplatin AUC 5 1 Q3w
Pemetrexed 500 1 Q3wW

12

Pl mg/m2
Uracil-Tegafur (UFUR) 200 PO BID/TID 20

Carboplatin AUC 5 1 Q3w
Gemcitabine 1000 1,8 Q3w

13

P& mg/m2
Carboplatin AUC 6 1 Q3W
Paclitaxel 200 1 Q3W

14

& mg/m’
Cisplatin 100 1 Q4w
Etoposide 100 1-3 Q4w

21

(arda S SraE)
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Neoadjuvant for Candidate of IO

Platinum Doublet

Any histology .
Jii

Nivolumab 360 mg 1 Q3W 3 52 fﬁ%

Carboplatin AUC 5-6 1 Q3W 3 &

Paclitaxel 175-200 1 Q3W 3 ;;E
&

Any histology g‘al

Nivolumab 360 mg 1 Q3W 3 52
Cisplatin 75 1 Q3W 3 %
Paclitaxel 175-200 1 Q3w 3 ifE,:
82
=
. i5
Any histology §E|I

F &2 mg/m’

Durvalumab 1500 mg 1 Q3W 4 66
Cisplatin 75 1 Q3W 4
Paclitaxel 175-200 1 Q3W 4



YR

TMU Taipei Cancer Center

Non-squamous

P& mg/m’

Nivolumab 360 mg 1 Q3W 3 52
Cisplatin 75 1 Q3W 3

Pemetrexed 500 1 Q3W 3 ﬁ
7
#
N &
on-squamous %
P& mg/m2 #JZ
Pembrolizumab 200 mg 1 Q3w 4 56 B
Cisplatin 75 1 Q3W 4 gal
Pemetrexed 500 1 Q3W 4 ~

Non-squamous ﬁ

& mg/m’ 2
Durvalumab 1500 mg 1 Q3W 4 66 %
Cisplatin 75 1 Q3W 4 15
Pemetrexed 500 1 Q3W 4 5l



Squamous

Pembrolizumab 200 mg 1 Q3W 4 56
Cisplatin 75 1 Q3W 4
Gemcitabine 1000 1,8 Q3w 4 R
i
i
Squamous &
2
Nivolumab 360 mg 1 Q3W 3 52 oA
Cisplatin 75 1 Q3w 3 I
Gemcitabine 1000-1250 1,8 Q3w 3 %‘?
Squamous =
iE
Durvalumab 1500 mg 1 Q3W 3 66 2
Cisplatin 75 1 Q3W 3 =
Gemcitabine 1000 1,8 Q3w 3 %Ell

Patients who are not candidates for cisplatin-based therapy

Non-squamous

& mg/m’

Nivolumab 360 mg 1 Q3W 3 52
Carboplatin AUC 5-6 1 Q3W 3
Pemetrexed 500 1 Q3w 3
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Squamous

Nivolumab 360 mg 1 Q3W 3 52
Carboplatin AUC 5-6 1 Q3w 3

Gemcitabine 1000-1250 1,8 Q3w 3

Systemic Therapy Following Previous Neoadjuvant or Adjuvant Systemic Therapy

Fl& mg/m’
Pembrolizumab 200 mg 1 Q3w 13 58
For up to 39 weeks for patients who received previous neoadjuvant pembrolizumab + chemotherapy (category 1)

5 mg/m2
Durvalumab 1500 mg 1 Q43W 12 59
For patients with completely resected tumors >4 cm and/or node positive NSCLC who received previous neoadjuvant durvalumab + chemotherapy and

no known EGFR mutations or ALK rearrangements (category 1)

Nivolumab 480 mg 1 Q4w 12 60
For patients with completely resected stage II-11IB NSCLC who received previous neoadjuvant nivolumab + chemotherapy and no known EGFR

mutations or ALK rearrangements (category 1)

(arda S SraE)
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Systemic Therapy Following Surgical Resection

& mg/m’
Alectinib 600 mg PO BID For 2 year 62
For patients with completely resected stage II-1IIA or stage IIIB (T3, N2) NSCLC and positive for ALK rearrangements (category 1)

Osimertinib 80 mg PO QD For 3 years 39
For patients with completely resected stage IB-IIIA or stage IIIB (T3, N2) NSCLC and positive for EGFR (exon 19 deletion, exon 21 L858R) mutations

who received previous adjuvant chemotherapy or are ineligible to receive platinum-based chemotherapy

Atezolizumab 840/1200/1680 mg 1 Q2W/Q3W/Q4W For 1 year 40
For patients with completely resected stage IIB-IIIA, stage I1IB (T3, N2), or high-risk stage [IA NSCLC with PD-L1 > 1% and negative for EGFR exon

19 deletion or exon 21 L858R mutations or ALK rearrangements who received previous adjuvant chemotherapy and with no contraindications to immune

checkpoint inhibitors.

Pembrolizumab 200 mg 1 Q3W 4 67
For patients with completely resected stage IIB-IIIA, stage IIIB (T3, N2), or high-risk stage [IA NSCLC and negative for EGFR exon 19 deletion or

exon 21 L858R mutations or ALK rearrangements who received previous adjuvant chemotherapy and with no contraindications to immune checkpoint
inhibitors.*,14 The benefit for patients with PD-L1 <1% is unclear.

(arda S SraE)
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Chemotherapy Regimens Used with Radiation Therapy

Concurrent chemotherapy/RT regimens

Regimens can be used as neoadjuvant/preoperative/induction chemoradiotherapy

Regimens can be used as adjuvant or definitive concurrent chemotherapy/RT ﬁ
7B
Ei
¥
i 50 1,8 Q4W 2 24 5
Etoposide 50 1-5 Q4w 2 g
#
al

Cisplatin 50 1,8 Q4w 2 7,8

Etoposide 50mg PO BID 1,2,5,6 QW 10 s
iE
£
52

Carboplatin AUC 5 1 QW 4 9 E

Pemetrexed 500 1 Q3W 4 E':EII

&8 mg/m’
Cisplatin 75 1 Q3W 3 10
Pemetrexed 500 1 Q3w 3 + 4 (additional)



& mg/m’

Paclitaxel 45-50
Carboplatin AUC 2
=+ Paclitaxel 200

=+ Carboplatin AUC 6

2 (additional)
2 (additional)

—_ = =

Fil & mg/m’
Cisplatin 100
Vinblastine 5

concurrent thoracic RT

1,8, 15,22,29

Docetaxel 75
Cisplatin 40
Followed by CCRT
Docetaxel 20
Cisplatin 20

Consolidation Therapy

(arda S SraE)

(=)
U e QS Pt

Unresectable stage I1I, PS 0-1, no progression after > 2 cycles of CCRT

RS il mg/m’
Durvalumab 10 mg/kg
Category 1 for stage III; category 2A for stage 11
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Osimertinib 80 mg PO QD 61
Category 1 for stage I1I; category 2A for Stage II) if EGFR exon 19 deletion or L§58R

Sequential Chemotherapy/RT Regimens (Adjuvant):

As all the neoadjuvant/adjuvant chemotherapy regimens

Target Therapy for Advanced or Metastatic Disease

(arda S SraE)

EGFR-mutation-positive

Erotinib 150 mg QD AC 15

& mg/m’
Afatinib* 40 mg QD AC 16

U e Q8 Pt

Gefitinib 250 mg QD 17



P& mg/m’
Osimertinib* 80 mg PO QD 23

Osimertinib + pemetrexed + (cisplatin or carboplatin) (nonsquamous)

FlE mg/m’

Osimertinib 80 mg PO QD 63
Cisplatin 75 1 Q3W 4
Pemetrexed 500 1 Q3w 4

il e mg/m2

Osimertinib 80 mg PO QD 63
Carboplatin AUC 5 1 Q3W 4
Pemetrexed 500 1 Q3W 4

& mg/m’
Dacomitinib 45 mg QD 27

Ramucirumab 10 mg/kg 1 Q2W 35
Erlotinib 150 mg QD

7 mg/m’
Bevacizumab 15 mg/kg 1 Q3W 36
Erlotinib 150 mg QD

(arda S SraE)
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Amivantamab-vmjw +lazertinib

lazertinib 240 mg PO QD
Amivantamab 350 mg 1 Q2W 1 66
700 mg (<80kg) / 1050 mg ( > 80kg) 2 Q2w 1t
1050 mg (<80kg) / 1400 mg ( > 80kg) 8 Q2W 1
1050 mg (<80kg) / 1400 mg ( > 80kg) 1,8 Q2w 2
1050 mg (<80kg) / 1400 mg ( > 80kg) 1 Q2W 34+

Amivantamab was administered weekly at a dose of 1050 mg (1400 mg in patients > 80 kg) for the first 4 weeks, with the first infusion split over a period
of 2 days (350 mg on day 1, the remainder on day 2)

EGFR exon 20 insertion positive

First-line therapy

Amivantamab-vmjw + carboplatin +pemetrexed (nonsquamous)

Amivantamab 350 mg 1 Q3W 1 66
1050 mg (<80kg) / 1400 mg ( > 80kg) 2 Q3W 1
1400 mg (<80kg) / 1750 mg ( > 80kg) 8,15 Q3W 1™
1400 mg (<80kg) / 1750 mg ( = 80kg) 1 Q3W 2
1750 mg (<80kg) / 2100 mg ( > 80kg) 1 Q3W 34+
Carboplatin AUC 5 1 Q3W 4
Pemetrexed 500 1 Q3w 4

(maF o SRS F )
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Subsequent therapy

FlE mg/m’

Amivantamab 350 mg 1 Q2w 1 41
700 mg (<80kg) / 1050 mg ( > 80kg) 2,8 Q2w 1
1050 mg (<80kg) / 1400 mg ( > 80kg) 1,8 Q2w 2
1050 mg (<80kg) / 1400 mg ( > 80kg) 1 Q2W 34+

P& mg/m’
Mobocertinib 160 mg QD 42

ALK positive

Crizotinib 250 mg BID 18

Alectinib 600 mg BID 28,29

Ceritinib 450 mg QD 30

& mg/m’
Brigatinib 90 mg (180 mg) d1-7 (d8 after) QD 31

(arda S SraE)
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Lorlatinib 100 mg QD 32

ROSI1 positive

L mg/m2
Crizotinib 250 mg BID 33

& mg/m’
Ceritinib 450 mg QD 34

Entrectinib 600 mg QD 37

F & mg/m’
Lorlatinib 100 mg QD 32

P& mg/m2
Repotrectinib 160 mg PO QD 114" 65
160 mg PO BID 15"+

(arda S SraE)
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KRAS G12C positive

P& mg/m’
Sotorasib 960 mg PO QD 43

MET exon 14 skipping mutation

Capmatinib 400 mg PO BID 44

78 mg/m’

Tepotinib 450 mg PO QD* 45
*with food
RET Rearrangement
& mg/m’
Selpercatinib 120 mg (<50kg) 160 mg ( > 50kg) 49
PO BID

& mg/m’
Pralsetinib 400 mg PO QD AC 50

P mg/m2
Cabozantinib 60 mg PO QD 51

(arda S SraE)
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BRAF V600E mutation positive

Dabrafenib 150 mg PO BID 46
Trametinib 2 mg PO QD

P mg/m2
Vemurafenib 960 mg PO Q12H 53

P& mg/m’
Dabrafenib 150 mg PO BID 54

& mg/m’
Encorafenib 450 mg PO QD 57
Binimetinib 45 mg PO BID

NTRK1/2/3 gene fusion positive

FillE mg/m’
Larotrectinib 100 mg (BSA > 1) / 100mg/m” (BSA<I) 1 QW 1 47

g

Entrectinib 600 mg PO QD 48

(arda S SraE)
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HER2-mutation

Trastuzumab-
detuxtecan (T-dxd)

5.4 mg/kg 1 Q3W 55

HER2-overexpressing, IHC3+

Trastuzumab-

detuxtecan (T-dxd) gl 1 Q3W 68

2430k
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Systemic Therapy for Advanced or Metastatic Disease of NSCLC

First-line systemic therapy options
Adenocarcinoma, large cell, NSCLC NOS (PS 0-1)
No contraindications to the addition of PD-1 or PD-L1 inhibitors

& mg/m’
Pembrolizumab 200 mg 1 Q3W 4 37-39

P mg/m2

Pembrolizumab 200 mg 1 Q3W 4-PD 28
Carboplatin AUC 5 1 Q3w 4
Pemetrexed 500 1 Q3w 4

& mg/m’

Pembrolizumab 200 mg 1 Q3W 4-PD 29
Cisplatin 75 1 Q3W 4
Pemetrexed 500 1 Q3w 4

Atezolizumab 1200 mg 1 Q3W 40
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Cemipilimab

Cemipilimab
Paclitaxel
Carboplatin

Cemipilimab
Paclitaxel
Cisplatin

Cemipilimab
Pemetrexed
Carboplatin

Cemipilimab
Pemetrexed
Cisplatin

& mg/m’
350 mg

i iy mg/m2
350 mg
200
AUC 5-6

& mg/m’
350 mg
200
75

78 mg/m’
350 mg
500
AUC 5-6

7 mg/m’
350 mg
500
75

42

43

43

43

43
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ES
Atezolizumab 1200 mg 1 Q3W
Bevacizumab 15 mg/kg 1 Q3W
Paclitaxel 175 1 Q3W
Carboplatin AUC 6 1 Q3w

& mg/m’

Atezolizumab 1200 mg 1 Q3W
Nab-Paclitaxel 100 1 QW
Carboplatin AUC 6 1 Q3W

FlE mg/m’
Nivolumab 3 mg/kg 1 Q2w
Ipilimumab 1 mg/kg 1 Q6W

Nivolumab 360 mg 1 Q3w
Ipilimumab 1 mg/kg 1 Q6W
Carboplatin AUC 5 1 Q3W
Pemetrexed 500 1 Q3w

6-PD 30
6-PD
6
6 [
T
#
a%
4/6-PD 31 ;’E
4/6 i
4/6 2
3l
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2~PD
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Durvalumab 1500 mg

Tremelimumab 75 mg
Carboplatin AUC 5 or 6
Nab-Paclitaxel 100
Followed by
Durvalumab 1500 mg
Tremelimumab 75 mg
NS il mg/m’
Durvalumab 1500 mg
Tremelimumab 75 mg
Carboplatin AUC S5 or 6
Pemetrexed 500
Followed by
Durvalumab 1500 mg
Tremelimumab 75 mg
Pemetrexed 500

s H

—_— = =

Q3W 41
Q3W
Q3W 4
Q3w 4
Q4w
Once in week 16 1
Q3W 41
Q3W
Q3w 4
Q3W 4
Q4w
Once in week 16 1
Q4w
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Durvalumab 1500 mg 1 Q3W 41
Tremelimumab 75 mg 1 Q3W
Cisplatin 75 1 Q3W 4
Pemetrexed 500 1 Q3W 4 m

Followed by e
Durvalumab 1500 mg 1 Q4w %
Tremelimumab 75 mg 1 Once in week 16 1 %
Pemetrexed 500 1 Q4W oA
Contraindications to PD-1 or PD-L1 inhibitors '\\31

Bevacizumab 15 mg/kg 1 Q3w 6 1
Carboplatin AUC 6 1 Q3W
Paclitaxel 200 1 Q3w

U RS il

Bevacizumab 15 mg/kg 1 Q3W 4 2
Carboplatin AUC 6 1 Q3W
Pemetrexed 500 1 Q3w
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Carboplatin AUC 6 1 Q3w
Pemetrexed 500 1 Q3w

Fl& mg/m’
Cisplatin 75 1 Q3W 5
Docetaxel 75 1 Q3w

Cisplatin 75 1 Q3w 36
Docetaxel 30 1,8 Q3w

Cisplatin 100 1 Q3W 11
Etoposide 100 1-3 Q3W

Cisplatin 80 1 Q3W 9
Gemcitabine 1000 1,8 Q3w

Cisplatin 75 1 Q3W 6 12
Gemcitabine 1250 1,8 Q3w 6
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& mg/m’
Paclitaxel 135 1 Q3W 13
Cisplatin 75 2 Q3W

& mg/m’
Cisplatin 75 1 Q3W 12
Pemetrexed 500 1 Q3w

&2 mg/m’
Gemcitabine 1000 1,8 Q3W 8
Docetaxel 85 8 Q3w 8

14

&2 mg/m’
Gemcitabine 1000 1,8 Q3W 6 15
Vinorelbine 25 1,8 Q3w 6

Adenocarcinoma, large cell, NSCLC NOS (PS 2)

Nab-Paclitaxel 260 1 Q3w 16

7 mg/m’
Nab-Paclitaxel 100 1,8, 15 Q4w 17
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18

Carboplatin AUC 6 1 Q3w
Nab-Paclitaxel 100 1,8, 15 Q3w

P mg/m’
Carboplatin AUC 6 1 Q3w 5
Docetaxel 75 1 Q3w

Carboplatin 325 1 6
Etoposide 100 1-3

Carboplatin AUC 4-5 1 Q4w 7
Etoposide 50mg PO BID 1-14 or 1-21 Q4w

P& mg/m’
Carboplatin AUC 5 1 Q4w 4 8
Gemcitabine 1000 1,8, 15 Q4w

& mg/m’
Carboplatin AUC 6 1 Q3W 9
Paclitaxel 200 1 Q3w
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Carboplatin
Pemetrexed

Docetaxel

Docetaxel

Gemcitabine

Gemcitabine

Gemcitabine
Docetaxel

Gemcitabine
Vinorelbine

& mg/m’
AUC 6
500

& mg/m’
75

30

1250

& mg/m’
1250

P mg/m2
1000
85

P& mg/m2
1000
25

10

19, 20

35

21

22,23

14

15
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Paclitaxel 225 1 Q3w 6 24

Paclitaxel 80 1,8, 15 Q4w 4 25,26

P mg/m2
Pemetrexed 500 1 Q3w 27

Adenocarcinoma, large cell, NSCLC NOS (PS 2)

Pl mg/m’
Paclitaxel 90 1 QW 6 34

* = [ 18 AR

CEPN

1. Sandler A, Gray R, Perry MC, et al. Paclitaxel-carboplatin alone or with bevacizumab for non-small lung cancer. N Engl ] Med
2006;355:2542-2550.

2. Patel JD, Socinski MA, Garon EB, et al. Pointbreak: a randomized phase III study of pemetrexed plus carboplatin and
bevacizumab followed by maintenance pemetrexed and bevacizumab versus paclitaxel plus carboplatin and bevacizumab
followed by maintenance bevacizumab in patients with stage I1IB or IV nonsquamous non-small cell lung cancer. J Clin Oncol
2013;31:3004-3011.

(arda S SraE)

U e Q8 Pt



3. Barlesi F, Scherpereel A, Rittmeywr A, et al. Randomized phase III trial of maintence bevacizumab with or without pemetrexed
after first-line induction with bevacizumab, cisplatin, and pemetrxed in advanced nonsquamous non-small cell lung cancer:
AVAPERL. J Clin Onco 2013;31:3004-3011.

4. Socinski MA1, Bondarenko I, Karaseva NA, et al. Weekly nab-paclitaxel in combination with carboplatin versus solvent-based
paclitaxel plus carboplatin as first-line therapy in patients with advanced non-small-cell lung cancer: final results of a phase III
trial. J Clin Oncol 2012;30:2055-2062.

5. Fossella F, Periera JR, von Pawel J, et al. Randomized, multinational, phase III study of docetaxel plus platinum combinations
versus vinorelbine plus cisplatin for advanced non-small-cell lung cancer: the TAX 326 study group. J Clin Oncol
2003;21(16):3016-3024.

6. Klastersky J, Sculier JP, Lacroix H, et al. A randomized study comparing cisplatin or carboplatin with etoposide in patients with
advanced non-small-cell lung cancer: European Organization for Research and Treatment of Cancer Protocol 07861. J Clin
Oncol 1990;8:1556-1562.

7. Frasci G, Comella P, Panza N, et al. Carboplatin-oral etoposide personalized dosing in elderly non-small cell lung cancer
patients. Gruppo Oncologico Cooperativo Sud-Italia. Eur J Cancer. 1998;34:1710-1714.

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

9. Ohe Y, Ohashi Y, Kubota K, et al. Randomized phase III study of cisplatin plus irinotecan versus carboplatin plus paclitaxel,
cisplatin plus gemcitabine, and cisplatin plus vinorelbine for advanced nonsmall-cell lung cancer: Four-Arm Cooperative Study
in Japan. Ann Oncol 2007;18:317-323.

10. Scagliotti GV, Kortsik C, Dark GG, et al. Pemetrexed combined with oxaliplatin or carboplatin as first-line treatment in

advanced non-small cell lung cancer: a multicenter, randomized, phase II trial. Clin Cancer Res. 2005;11:690-696.

11. Cardenal F, Lopez-Cabrerizo MP, Anton A, et al. Randomized phase III study of gemcitabine-cisplatin versus etoposide-

cisplatin in the treatment of locally advanced or metastatic non-small cell lung cancer. J Clin Oncol 1999;17:12-18.

12. Scagliotti GV, Parikh P, von Pawel J, et al. Phase III study comparing cisplatin plus gemcitabine with cisplatin plus pemetrexed

in chemotherapy-naive patients with advanced-stage NSCLC. J Clin Oncol 2008;26:3543-3551.

(maF o SRS F )

U i S S i



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

YR

TMU Taipei Cancer Center

Schiller JH, Harrington D, Belani CP, et al. Comparison of Four Chemotherapy Regimens for Advanced Non—Small-Cell Lung
Cancer. N Engl ] Med 2002; 346:92-98.

Pujol JL, Breton JL, Gervais R, et al. Gemcitabine-docetaxel versus cisplatin-vinorelbine in advanced or metastatic non-small-
cell lung cancer: a phase I1I study addressing the case for cisplatin. Ann Oncol 2005;16:602-610.

Tan EH, Szczesna A, Krzakowski M, et al. Randomized study of vinorelbine--gemcitabine versus vinorelbine--carboplatin in
patients with advanced non-small cell lung cancer. Lung Cancer. 2005;49:233-240.

Green MR, Manikhas GM, Orlov S, et al. Abraxane , a novel Cremophor -free, albumin-bound particle form of paclitaxel for
the treatment of advanced non-small-cell lung cancer. Ann Oncol. 2006;17:1263-1268.

Rizvi NA, Riely GJ, Azzoli CG, et al. Phase I/II trial of weekly intravenous 130-nm albumin-bound paclitaxel as initial
chemotherapy in patients with stage [V non-small-cell lung cancer. J Clin Oncol. 2008;26:639-643.

Socinski MA1, Bondarenko I, et al. Weekly nab-paclitaxel in combination with carboplatin versus solvent-based paclitaxel plus
carboplatin as first-line therapy in patients with advanced non-small-cell lung cancer: final results of a phase III trial. J Clin
Oncol 2012;30:2055-2062.

Fossella FV, DeVore R, Kerr RN, et al. Randomized phase III trial of docetaxel versus vinorelbine or ifosfamide in patients
with advanced non-small cell lung cancer previously treated with platinumcontaining chemotherapy regimens. The TAX 320
Non-Small Cell Lung Cancer Study Group. J Clin Oncol 2000;18:2354-2362.

Fidias PM, Dakhil SR, Lyss AP, et al. Phase III study of immediate compared with delayed docetaxel after front-line therapy
with gemcitabine plus carboplatin in advanced non-small-cell lung cancer. J Clin Oncol. 2009;27:591-598.

Zatloukal P, Kanitz E, Magyar P, Jassem J, et al. Gemcitabine in locally advanced and metastatic non-small cell lung cancer:
the Central European phase II study. Lung Cancer. 1998;22:243-250.

Sederholm C, Hillerdal G, Lamberg K, et al. Phase III trial of gemcitabine plus carboplatin versus single-agent gemcitabine
in the treatment of locally advanced or metastatic non-small-cell lung cancer: the Swedish Lung Cancer Study Group. J Clin
Oncol. 2005;23:8380-8388.

Pérol M, Chouaid C, Pérol D, et al. Randomized, phase III study of gemcitabine or erlotinib maintenance therapy versus

(maF o SRS F )

U i S S i



24

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

observation, with predefined second-line treatment, after cisplatin-gemcitabine induction chemotherapy in advanced non-small-
cell lung cancer. J Clin Oncol. 2012;30:3516-24.

. Lilenbaum RC, Herndon JE 2nd, List MA, et al. Single-agent versus combination chemotherapy in advanced non-small-cell

lung cancer: the cancer and leukemia group B (study 9730).J Clin Oncol. 2005;23:190-196.

Ceresoli GL, Gregorc V, Cordio S, et al. Phase II study of weekly paclitaxel as second-line therapy in patients with advanced
non-small cell lung cancer. Lung Cancer. 2004;44:231-239.

Yasuda K, Igishi T, Kawasaki Y, et al. Phase II study of weekly paclitaxel in patients with non-small cell lung cancer who have
failed previous treatments. Oncology. 2004;66:347-352.

Hanna N, Shepherd FA, Fossella FV, et al. Randomized phase III trial of pemetrexed versus docetaxel in patients with non-
small-cell lung cancer previously treated with chemotherapy. J Clin Oncol. 2004;22:1589-1597.

Langer CJ, et al. Carboplatin and pemetrexed with or without pembrolizumab for advanced, non-squamous non-small-cell lung
cancer: a randomised, phase 2 cohort of the open-label KEYNOTE-021 study. The Lancet Oncology. 2016;17:1497-1508.
Leena Gandhi, Delvys Rodriguez-Abreu, et al. Pembrolizumab plus Chemotherapy in Metastatic Non—Small-Cell Lung Cancer.
N Engl J Med 2018; 378:2078-2092.

Mark A. Socinski, Robert M. Jotte, et al. Atezolizumab for First-Line Treatment of Metastatic Nonsquamous NSCLC. N Engl J
Med 2018; 378:2288-2301.

West H, McCleod M, Hussein M, et al. Atezolizumab in combination with carboplatin plus nab-paclitaxel chemotherapy
compared with chemotherapy alone as first-line treatment for metastatic non-squamous non-small-cell lung cancer
(IMpower130): a multicentre, randomised, open-label, phase 3 trial. Lancet Oncol. 2019;20(7):924-937.

Hellmann MD, Paz-Ares L, Bernabe Caro R, et al. Nivolumab plus Ipilimumab in Advanced Non-Small-Cell Lung Cancer. N
Engl ] Med. 2019;381(21):2020-2031.

Reck M, Ciuleanu T-E, Dols MC, et al. Nivolumab (NIVO) + ipilimumab (IPI) + 2 cycles of platinum-doublet chemotherapy
(chemo) vs 4 cycles chemo as first-line (1L) treatment (tx) for stage IV/recurrent non-small cell lung cancer (NSCLC):
CheckMate 9LA [Abstract]. J Clin Oco. 2020;38: Abstract 9501-9501.

Panos F, Jeffrey G.S, Renato M, et al. A phase II study of weekly paclitaxel in elderly patients with advanced non-small cell

(maF o SRS F )

U i S S i



35.

36.

37.

38.

39.

40.

41.

42.

43.

YR

TMU Taipei Cancer Center

lung cancer. Clin Cancer Res. 2001;7(12):3942-9.

Fu-Tsai C, Kang-Yun L, Yueh-Fu F, et al. Low-dose weekly docetaxel is as tolerable as pemetrexed in previously treated
advanced non-small-cell lung cancer. Chemotherapy. 2011;57(2):147-55.

Schuette W, Nagel S, Blankenburg T, et al. Phase III study of second-line chemotherapy for advanced non-small-cell lung
cancer with weekly compared with 3-weekly docetaxel. J Clin Oncol. 2005;23(33):8389-95.

Reck M, Rodriguez Abreu D, Robinson AG, et al. Pembrolizumab versus chemotherapy for PD L1 positive non small cell lung
cancer. N Engl J Med 2016;375:1823-1833.

Langer CJ, Gadgeel SM, Borghaei H, et al. Carboplatin and pemetrexed with or without pembrolizumab for advanced, non
squamous non small cell lung cancer: a randomised, phase 2 cohort of the open label KEYNOTE 021 study. Lancet Oncol
2016;17:1497-1508.

Mok TSK, Wu YL, Kudaba I, et al. Pembrolizumab versus chemotherapy for previously untreated, PD-L1-expressing, locally
advanced or metastatic non-small-cell lung cancer (Keynote-042): a randomized open-label, controlled, phase 3 trial. Lancet
2019;393:1819-1830.

Herbst RS, Giaccone G, de Marinis F, et al. Atezolizumab for first-line treatment of PD-L1-selected patients with NSCLC. N
Engl J Med 2020;383:1328-1339.

Johnson ML, et al. Durvalumab with or without tremelimumab in combination with chemotherapy as first-line therapy for
metastatic non-small-cell lung cancer: the phase 11l POSEIDON study. J Clin Oncol 2023;41:1213-1227.

Sezer A, et al. Cemiplimab monotherapy for first-line treatment of advanced non-small-cell lung cancer with PD-L1 of at least
50%: a multicentre, open-label, global, phase 3, randomised, controlled trial. Lancet 2021;397:592-604.

Gogishvili M, et al. Cemiplimab plus chemotherapy versus chemotherapy alone in non-small cell lung cancer: a randomized,
controlled, double-blind phase 3 trial. Nat Med 2022;28:2374-2380.

(maF o SRS F )

U eSS P



Squamous cell carcinoma (PS 0-1)

No contraindications to PD-1 or PD-L1 inhibitors

Pl mg/m2
Pembrolizumab 200 mg 1 Q3W 35 28-30

Pembrolizumab 200 mg 1 Q3w 35 22
Paclitaxel 200 1 Q3w 4
Carboplatin AUC 6 1 Q3W 4

Pembrolizumab 200 mg 1 Q3W 35 22
Nab-Paclitaxel 100 1,8, 15 Q3W
Carboplatin AUC 6 1 Q3w

& mg/m’
Atezolizumab 1200 mg 1 Q3W 31

P& mg/m2
Cemiplimab 350 mg 1 Q3W 32
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s #il# mg/m’ #hiEH A I 2% S0k

Durvalumab 1500 mg 1 Q3W 33
Tremelimumab 75 mg 1 Q3W
Carboplatin AUC S or 6 1 Q3W 4
Nab-Paclitaxel 100 1,8, 15 Q3W 4 ~
Followed by i
Durvalumab 1500 mg 1 Q4w %%
Tremelimumab 75 mg 1 Once in week 16 1 Z;E
i
E #ilik mg/m’ #i%sH B paby] 25 0k }g
Durvalumab 1500 mg 1 Q3w 33 £
Tremelimumab 75 mg 1 Q3W i/l
Carboplatin AUC 5 or 6 1 Q3W 4
Gemcitabine 1000 or 1250 1,8 Q3W 4 5=
Followed by YiE
Durvalumab 1500 mg 1 Q4W 2
Tremelimumab 75 mg 1 Once in week 16 1 =
;
i, it mg/m’ i B ] 5% 508k
Durvalumab 1500 mg 1 Q3W 33
Tremelimumab 75 mg 1 Q3W
Cisplatin 75 1 Q3w 4
Gemcitabine 1000 or 1250 1,8 Q3w 4
Followed by
Durvalumab 1500 mg 1 Q4w

Tremelimumab 75 mg 1 Once in week 16 1
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Contraindications to PD-1 or PD-L1 inhibitors

Carboplatin AUC 6 1 Q3W 13
Nab-Paclitaxel 100 1,8, 15 Q3w

Pl mg/m2
Carboplatin AUC 6 1 Q3W 1
Docetaxel 75 1 Q3W

P& mg/m2
Carboplatin AUC 5 1 Q4w 4
Gemcitabine 1000 1,8, 15 Q4w

Paclitaxel 200 1 Q3w 5
Carboplatin AUC 6 1 Q3W

PR mg/m2
Docetaxel 75 1 Q3w 1
Cisplatin 75 1 Q3W
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Cisplatin
Docetaxel

Cisplatin
Etoposide

Cisplatin
Gemcitabine

Cisplatin
Gemcitabine

Paclitaxel
Cisplatin

Gemcitabine
Docetaxel

& mg/m’
75
30

& mg/m’
100
100

& mg/m’
80
1000

75
1250

& mg/m’
135
75

1000
85

QW
Q3W

QW
Q3W

Q3W
Q3W

Q3W
Q3W

Q3W
Q3W

Q3W
Q3W

27
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v

Gemcitabine 1000 1,8 Q3w 10
Vinorelbine 25 1,8 Q3w

Squamous cell carcinoma (PS 2)

Nab-Paclitaxel 260 1 Q3W 11

P& mg/m’
Carboplatin AUC 6 1 Q3wW 12,13
Nab-Paclitaxel 100 1,8, 15 Q3w

Carboplatin AUC 6 1 Q3w 1
Docetaxel 75 1 Q3w

& mg/m’
Carboplatin 325 1 2
Etoposide 100 1-3

EYCEEDN

TMU Taipei Cancer Center
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& mg/m’

Carboplatin AUC 4-5 1 Q4w 3
Etoposide 50 1-14 or 1-21 Q4w
Carboplatin AUC 5 1 Q4w 4
Gemcitabine 1000 1,8, 15 Q4w

P mg/m2
Carboplatin AUC 6 1 Q3W 5
Paclitaxel 200 1 Q3W

Docetaxel 75 1 Q3w 14, 15

Docetaxel 30 1,8 Q3w 25

Gemcitabine 1250 1,8, 15 Q4w 16

Gemcitabine 1250 1,8 Q3w 17, 18

(arda S SraE)
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Gemcitabine 1000 1,8 Q3wW 9
Docetaxel 85 8 Q3w

Fl& mg/m’
Gemcitabine 1000 1,8 Q3wW 10
Vinorelbine 25 1,8 Q3w

Paclitaxel 225 1 Q3wW 19

(arda S SraE)

Paclitaxel 80 1,8, 15 Q4w 20, 21

Squamous cell carcinoma (PS 2) (Age > 70)

U RS il

& mg/m’
Paclitaxel 90 1 QW 6 26
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