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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 CCRT

BE* mg/m’

Cisplatin 75 1 Q3w 4-6 8
Etoposide 100 1-3 Q3w 4-6
mEE* BEIE mg/m’
Cisplatin 25 1-3 Q3w 4-6 8
Etoposide 100 1-3 Q3w 4-6
EE mg/m’
Carboplatin AUC 5-6 1 Q3w 4-6 1
Etoposide 100 1-3 Q3w 4-6

Extensive Stage (maximum of 4-6 cycles):

B ElE mg/m’
Atezolizumab 1200 mg 1 Q3w 9
Carboplatin AUC5 1 Q3w 4
Etoposide 100 1-3 Q3w 4

S mg/m’

Cisplatin 75-80 1 Q3w 4-6 2,3
Etoposide 100 1-3 Q3w 4-6

BEma B8 mg/m’
Carboplatin AUC 5-6 1 Q3w 4-6 4
Etoposide 100 1-3 Q3w 4-6

Subsequent Chemotherapy:
Clinical trial preferred
Relapse <6 months, PS 0-2:



BE mg/m’
Topotecan 1.5 1-5 Q3w 5

B2 mg/m’
Topotecan 2.3PO 1-5 Q3w 6

EE mg/m’

Cyclophosphamide 1000 1 Q3w 5
Doxorubicin 45 1 Q3w
Vincristine 2 mg 1 Q3w

Nivolumab 3 mg/kg 1 Q2w 7

EE mg/m’
Nivolumab 3 mg/kg 1 Q2w 7
Ipilimumab 1 mg/kg 1 Q2w

El&E mg/m’ e
Pembrolizumab 200 mg 1 Q3w 10
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Skarlos DV, Samantas E, Briassoulis E, et al. Randomized comparison of early versus late
hyperfractionated thoracic irradiation concurrently with chemotherapy in limited disease
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Spigel R, Townley PM, Waterhouse DM, et al. Randomized phase Il study of bevacizumab in
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cancer: results from the SALUTE trial. J Clin Oncol 2011;29:2215-2222.
Niell HB, Herndon JE, Miller AA, et al. Randomized phase Il Intergroup trial of etoposide and
cisplatin with or without paclitaxel and granulocyte-colony stimulating factor in patients with
extensive-stage small-cell lung cancer: Cancer and Leukemia Group B trial 9732. J Clin Oncol
2005;23:3752-3759.
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supportive care with oral topotecan in patients with relapsed small-cell lung cancer. J Clin
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Extensive-Stage Small-Cell Lung Cancer. N Engl Med 2018;[Epub ahead of print].

Hyun Cheol Chung, Jose A. Lopez-Martin, et al. Phase 2 study of pembrolizumab in advanced
small-cell lung cancer (SCLC): KEYNOTE-158. J Clin Oncol 2018;36:Abstract 8506.
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Non-Small Cell Lung Cancer

Adjuvant Therapy
BE mg/m’
Cisplatin 80 1 Q3w 4 1-3,24
Vinorelbine 30 1,8 Q3w 4

EE mg/m’
Cisplatin 75 1 Q3w
Vinorelbine 60 PO 1,8 Q3w

19

S mg/m’

Cisplatin 80 1 Q3w 4 4
Gemcitabine 1250 1,8 Q3w 4

Ema B8 mg/m’
Cisplatin 75 1 Q3w 4 5
Docetaxel 75 1 Q3w 4

S mg/m’

Cisplatin 75 1 Q3w 4
Pemetrexed 500 1 Q3w 4

EE mg/m’
UFUR 200 PO BID/TID 20

S mg/m’
Carboplatin AUC 5
Pemetrexed 500

Q3w
Q3w

12

EE mg/m’ ]

Carboplatin AUC 5 1 Q3w 4 13
Gemcitabine 1000 1,8 Q3w 4
EA B8 mg/m’ ]

Carboplatin AUC 6 1 Q3w 4 14
Paclitaxel 200 1 Q3w 4
S mg/m’ A S| ]

Cisplatin 100 1 Q4w 4 21
Etoposide 100 1-3 Q4w 4



iz

Neoadjuvant Therapy

BE mg/m’

Cisplatin 80 1 Q3w 4 1-3, 24
Vinorelbine 30 1,8 Q3w 4

EE mg/m’

Cisplatin 75 1 Q3w 4 19
Vinorelbine 60 PO 1,8 Q3w 4

ZEEma S mg/m’
Cisplatin 80 1 Q3w 4 4
Gemcitabine 1250 1,8 Q3w 4

Ema B8 mg/m’
Cisplatin 75 1 Q3w 4 5
Docetaxel 75 1 Q3w 4

S mg/m’

Cisplatin 75 1 Q3w 4
Pemetrexed 500 1 Q3w 4

EE mg/m’
UFUR 200 PO BID/TID 20

S mg/m’
Carboplatin AUC 5
Pemetrexed 500

Q3w
Q3w

12

EE mg/m’ ]
Carboplatin AUC 5 1 Q3w 4 13
Gemcitabine 1000 1,8 Q3w 4
EA B8 mg/m’ ]
Carboplatin AUC 6 1 Q3w 4 14
Paclitaxel 200 1 Q3w 4

S mg/m’ A S| ]
Cisplatin 100 1 Q4w 4 21
Etoposide 100 1-3 Q4w 4
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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

BE mg/m’

Cisplatin 50 1,8 QAW 2 23
Etoposide 50 1-5 Q4w 2
EE mg/m’
Cisplatin 50 1,8 Q4w 2 7,8
Etoposide 50mg PO BID 1,2,56 Qw 10
#m S mg/m’
Carboplatin AUC 5 1 Q3w 4 9
Pemetrexed 500 1 Q3w 4
EE mg/m’
Cisplatin 75 1 Q3w 3 10
Pemetrexed 500 1 Q3w 3 + 4 (additional)
EAT S mg/m’
Paclitaxel 45-50 1 Qw 11
Carboplatin AUC 2 1 Qw
+ Paclitaxel 200 1 Q3w 2 (additional)
+ Carboplatin AUC 6 1 Q3w 2 (additional)

Consolidation therapy

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

B8 mg/m’
Durvalumab 10 mg/kg 1 Q2w 24 25

Sequential Chemotherapy/RT Regimens (Adjuvant):
As all the neoadjuvant/adjuvant chemotherapy regimens

Target Therapy

EGFR mutation positive

Pt

EAT 8 mg/m’
Erlotinib 150 mg PO QD AC 15



BE mg/m’
Afatinib 40 mg PO QD AC 16

B2 mg/m’
Gefitinib 250 mg PO QD 17

EE mg/m’
Osimertinib 80 mg PO QD 22

ALK positive

EA e B2 mg/m’

Crizotinib 250 mg PO BID 18

Alectinib 600 mg BID 27,28

EE mg/m’ £
Ceritinib 450 mg Qb 29

Bl&E mg/m’ e
Brigatinib 90 mg (180 mg) d1-7 (d8 after) Qb 30

EIE mg/m’
Lorlatinib 100 mg QD 31

ROS1 positive

EiE mg/m’
Crizotinib 250 mg BID 32

BELL 2% & mg/m’
Ceritinib 450 mg Qb 33
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non-small-lung cancer. N Engl J Med 2005;352:2589-2597.

2. Arriagada R, Bergman B, Dunant A, et al. The International Adjuvant Lung Cancer Trial
Collaborative Group. Cisplatin-based adjuvant chemotherapy in patients with completely
resected non-small cell lung cancer. N Engl ] Med 2004;350:351-360.
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Product Information: TARCEVA(R) oral tablets, erlotinib oral tablets. OSI Pharmaceuticals, LLC
(per FDA), Farmingdale, NY, 2013.

Product Information: GILOTRIF(TM) oral tablets, afatinib oral tablets. Boehringer Ingelheim
Pharmaceuticals, Inc. (per FDA), Ridgefield, CT, 2013.

Product Information: IRESSA(R) oral tablets, gefitinib oral tablets. AstraZeneca
Pharmaceuticals (per FDA), Wilmington, DE, 2015.

Product Information: XALKORI(R) oral capsules, crizotinib oral capsules. Pfizer Labs (per FDA),
New York, NY, 2013.

Krzakowski M, Provencio M, Utracka-Hutka B, et al. Oral vinorelbine and cisplatin as induction
chemotherapy and concomitant chemo-radiotherapy in stage Ill non-small cell lung cancer:
final results of an international phase Il trial. ] Thorac Oncol. 2008 Sep;3(9):994-1002.
Product Information: UFUR Capsule. tegafur, uracil oral capsules. 2015.

Arriagada R, Bergman B, Dunant A, et al. Cisplatin-based adjuvant chemotherapy in patients
with completely resected non-small-cell lung cancer. N Engl J Med. 2004;350(4):351-360.
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11



AififE

Systemic Therapy for Advanced or Metastatic Disease of NSCLC

1* Line Systemic Therapy Options
Adenocarcinoma, large cell, NSCLC NOS (PS 0-1)
No contraindications to the addition of Pembrolizumab or Atezolizumab

BE mg/m’

Pembrolizumab 200 mg 1 Q3w 4 28
Carboplatin AUC 6 1 QW 4
Pemetrexed 500 1 Q3w 4

EE mg/m’
Pembrolizumab 200 mg 1 Q3w 35 29
Cisplatin 75 1 Q3w
Pemetrexed 500 1 QW

Atezolizumab 1200 mg 1 Q3w 6-PD 30
Bevacizumab 15 mg/kg 1 Q3w 6-PD

Cisplatin 75 1 Q3w 6

Pemetrexed 500 1 Q3w 6

Contraindications to the Addition of Pembrolizumab or Atezolizumab

Bevacizumab 15 mg/kg 1 Q3w 6-PD 1
Carboplatin AUC6 1 Q3w 6
Paclitaxel 200 1 Q3w 6

S mg/m’

Bevacizumab 15 mg/kg 1 Q3w 4-PD 2
Carboplatin AUC 6 1 QawW 4
Pemetrexed 500 1 Q3w 4-PD

EAT 1248 HY
Bevacizumab 7.5 mg/kg 1 Q3w 4 3
Cisplatin 75 1 Q3w 4
Pemetrexed 500 1 Q3w 4

o EIE mg/m’ e =]
Nab-Paclitaxel 100 1,8,15 Q3w 6-PD 4
Carboplatin AUC 6 1 Q3w 6-PD

#m B8 mg/m’
Carboplatin AUC 6 Q3w 5
Docetaxel 75 Q3w

12



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

EE mg/m’
Carboplatin AUC 5 1 Q4w
Gemcitabine 1000 1,8, 15 Q4w

BE mg/m’

Carboplatin AUC 6 1 Q3w 9
Paclitaxel 200 1 Q3w

AR B8 mg/m’ d
Carboplatin AUC 6 1 Q3w 6 10
Pemetrexed 500 1 Q3w 6

S mg/m’

Cisplatin 75 1 Q3w 5
Docetaxel 75 1 Q3w

EE mg/m’
Cisplatin 100 1 Q3w 11
Etoposide 100 1-3 Q3w

S mg/m’

Cisplatin 80 1 Q3w 9
Gemcitabine 1000 1,8 Q3w

EE mg/m’ ]
Cisplatin 75 1 Q3w 6 12
Gemcitabine 1250 1,8 Q3w 6

S mg/m’
Paclitaxel 135 1
Cisplatin 75 2 Q3w

Q3w 13

S mg/m’
Cisplatin 75 1 Q3w 12
1

Pemetrexed 500 Q3w

B8 mg/m’
Gemcitabine 1000 1,8 Q3w
Docetaxel 85 8 Q3w

14

Q3w
Q3w

15

Gemcitabine 1000 1,
Vinorelbine 25 1

13



Adenocarcinoma, large cell, NSCLC NOS (PS 2)

ElZE mg/m

Nab-Paclitaxel 260 1 Q3w 16
B2 mg/m’ #REEH

Nab-Paclitaxel 100 1,8,15 QAW 17
BIE mg/m ]

Carboplatin AUC 6 1 Q3w 6 18

Nab-Paclitaxel 100 1,8, 15 Q3w 6

S mg/m’
Carboplatin AUC 6
Docetaxel 75

Ema B8 mg/m’

Carboplatin 325 1 6
Etoposide 100 1-3

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

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

S mg/m’

Carboplatin AUC 6 1 Q3w 9
Paclitaxel 200 1 Q3w

S mg/m’
Carboplatin AUC 6 1 Q3w 6 10
Pemetrexed 500 1 Q3w

B8 mg/m’
Docetaxel 75 1 Q3w 6 19, 20

S mg/m’ A S|
Gemcitabine 1250 1, 8,15 Q4w 9 21

B8 mg/m’
Gemcitabine 1250 1,8 Q3w 6 22,23

B8 mg/m’
Gemcitabine 1000 1,8 Q3w
Docetaxel 85 8 Q3w

14

14



BE mg/m’
Gemcitabine 1000 1,8 Q3w 6 15
1,8 6

Vinorelbine 25 Q3w

EE mg/m’
Paclitaxel 225 1 Q3w 6 24

AT BE mg/m’ A

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

o

#m B8 mg/m’
Pemetrexed 500 1 Q3w 27

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

2. Patel JD, Socinski MA, Garon EB, et al. Pointbreak: a randomized phase Ill 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 IlIB or IV nonsquamous non-small cell lung cancer. J Clin Oncol
2013;31:3004-3011.

3. Barlesi F, Scherpereel A, Rittmeywr A, et al. Randomized phase lll 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 |, 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 Ill trial. J Clin Oncol
2012;30:2055-2062.

5. Fossella F, Periera JR, von Pawel J, et al. Randomized, multinational, phase Il 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.
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Squamous cell carcinoma (PS 0-1)

No contraindications to the addition of Pembrolizumab or Atezolizumab

BE mg/m’

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

EE mg/m’

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

Contraindications to the addition of Pembrolizumab or Atezolizumab

EE mg/m’
Carboplatin AUC6 1 Q3w 13
Nab-Paclitaxel 100 1,8, 15 Q3w
ZEma Bl mg/m’
Carboplatin AUC 6 1 Q3w 1
Docetaxel 75 1 QawW

EE mg/m’
Carboplatin AUC5 1 (oYY} 4
Gemcitabine 1000 1, 8,15 Q4w

S mg/m’

Paclitaxel 200 1 Q3w 5
Carboplatin AUC 6 1 QawW

EE mg/m’ 5=
Docetaxel 75 1 Q3w 1
Cisplatin 75 1 Q3w

B8 mg/m’

Cisplatin 100 1 Q3w 6
Etoposide 100 1-3 Q3w

BEma B8 mg/m’
Cisplatin 80 1 Q3w 5
Gemcitabine 1000 1,8 Q3w

Zm B8 mg/m’
Cisplatin 75 1 Q3w 7
Gemcitabine 1250 1,8 Q3w
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BE mg/m’

Paclitaxel 135 1 Q3w 8
Cisplatin 75 2 Q3w

EE mg/m’
Gemcitabine 1000 1,8 Q3w 9
Docetaxel 85 8 Q3w

BE mg/m’

Q3w 10

Gemcitabine 1000 1,
1 Q3w

Vinorelbine 25

Squamous cell carcinoma (PS 2)

Ema B8 mg/m’
Nab-Paclitaxel 260 1 QW 11

S mg/m’

Carboplatin AUC 6 1 Q3w 12,13
Nab-Paclitaxel 100 1,8, 15 Q3w

EE mg/m’
Carboplatin AUC 6 1 Q3w 1
Docetaxel 75 1 Q3w

S mg/m’

Carboplatin 325 1 2
Etoposide 100 1-3

EE mg/m’
Carboplatin AUC 4-5 1 Q4w 3
Etoposide 50mg PO BID 1-14 or 1-21 Q4w

B8 mg/m’
Carboplatin AUC 5 1 Q4w 4
Gemcitabine 1000 1,8,15 Q4w

S mg/m’
Carboplatin AUC 6 1 Q3w 5
Paclitaxel 200 1 Q3w

B8 mg/m’
Docetaxel 75 1 Q3w 14,15
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BE mg/m’ 4REEH

Gemcitabine 1250 1,8, 15 Q4w 16

B2 mg/m’
Gemcitabine 1250 1,8 Q3w 17,18

EE mg/m’

Gemcitabine 1000 1,8 Q3w 9
Docetaxel 85 8 Q3w

EmA B2 mg/m’
Gemcitabine 1000 1,8 Q3w 10
Vinorelbine 25 1,8 Q3w

EE mg/m’

Paclitaxel 225 1 Q3w 19

EmE
Paclitaxel 80 1,8,15 (eYAVY} 20, 21
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