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 Standard regimen  

 Second- or Further-lines options 

(-) Target agents     

(-) Immune checkpoint inhibitors (ICIs)

 Case study 

Contents – NSCLC 



Ann Oncol 2016;25(Supplement5):v1-v27 

J Clin Oncol 2017;35(30):3484-3515 

NCCN 2018 Ver 4

NSCLC



J Thorac Oncol 2018;13(3):301-22 

Current Standard of Care in Advanced NSCLC
NSCLC



Ann Oncol 2016;25(Supplement5):v1-v27 

Stage IV NSCLC-NSq

Platinum Doublet

Age, PS

Carbo-Doublet or Single



Stage IV NSCLC-NSq

Ann Oncol 2016;25(Supplement5):v1-v27 MCBS, Magnitude of Clinical Benefit Scale



Stage IV NSCLC-NSq without driver mutation



Stage IV NSCLC-NSq with sensitizing EGFR mutation



Stage IV NSCLC-NSq with ALK rearrangement



Stage IV NSCLC-NSq with ROS1, BRAF, PD-L1



Stage IV NSCLC-NSq



Stage IV NSCLC-Sq

Ann Oncol 2016;25(Supplement5):v1-v27 

Age, PS

Platinum Doublet

Carbo-Doublet or Single



Stage IV NSCLC-Sq



Stage IV NSCLC – Antiangiogenic agents

ESMO Open 2017;2:e000118



Ramucirumab (Cyramza®) : human IgG1 mAb to extracellular domain of VEGFR-2

Lancet 2014;384:665-73

NSq : 11.1m (HR 0.83, 95% CI 0.71-0.97, p=0.02)
Sq : 9.5m (HR 0.88, 95% CI 0.69-1.13, p=0.32)

NSq : 4.6m (HR 0.77, 95% CI 0.67-0.88, p<0.001)
Sq : 4.2m (HR 0.76, 95% CI 0.61-0.96, p=0.02)

OS PFS



Nintedanib (Ofev®, Vargatef®) : angiokinase inhibitor to VEGFR1-3, FGFR1-3, PDGFRαβ

Lancet Oncol 2014;15:143-55

ADC since start of 1st line Tx < 9mon

Total

ADC



Lung Cancer 2016;102:65-73

I



Lung Cancer 2016;102:65-73

mPFS : 4.4 vs 3.6 months
(HR 0.83, p=0.0435)

mOS : 12.0 vs 12.7 months
(HR 1.01, p=0.8940)



J Thorac Oncol 2018;13(2):165-83



 ASCO Guideline (2017)

Third-Line Treatment 

• In patients without a tumor EGFR-sensitizing mutation or ALK or ROS1 gene 
rearrangement and with non–squamous cell carcinoma and PS of 0 or 1 (and 
appropriate PS of 2), who received chemotherapy with or without bevacizumab and 
immune checkpoint therapy, single-agent pemetrexed or docetaxel are options (Type: 
informal consensus; Evidence quality: low; Strength of recommendation: strong).

• In patients with tumor EGFR-sensitizing mutation(s) who have received at least one 
first-line EGFR-TKI and prior platinum-based chemotherapy, there are insufficient 
data to recommend immunotherapy in preference to chemotherapy (pemetrexed or 
docetaxel [Type: informal consensus; Evidence quality: insufficient; Strength of 
recommendation: weak]).

Fourth-Line Treatment 

• Patients and clinicians should consider and discuss experimental treatment, clinical 
trials, and continued best supportive (palliative) care.

Relapsed or Refractory NSCLC

J Clin Oncol 2017;35(30):3484-3515 



Stage IV NSCLC-Sq



J Thorac Oncol 2018;13(1):106-111

* LCBI : last chemotherapy administered before 
immunotherapy
* SCAI : salvage chemotherapy administered after 
immunotherapy



J Thorac Oncol 2018;13(1):106-111



Considerations for Drug selection 

 Age

 Performance 

 Compliance of a patient

 Drug-specific complication

 Schedule or Interval of drug administration (Residence)

 Cost, Economic state, Support from caregivers

……



Drug-specific complications (A  Z)

 Belotecan : Myelosuppression

 Docetaxel : Mucositis, Extravasation, Hypersensitivity

 Etoposide : Myelosuppression

 Gemcitabine : Anemia, Transaminitis

 Irinotecan : Diarrhea, Nausea, Vomiting 

 Paclitaxel : Neuropathy, Hypersensitivity

 Pemetrexed : Anemia 

 Topotecan : Myelosuppression

 Vinorelbine : Neuropathy, Extravasation



PLoS One 2017;12(4):e0175679

Second-Line systemic 
regimen composition  



PLoS One 2017;12(4):e0175679



PLoS One 2017;12(4):e0175679



PLoS One 2017;12(4):e0175679



M/70
SQC, RUL (08.8.4), IV (cT4N2M1a : Lt.main bronchus)

1-GP#6
(08.8.27 ~ 12.23)

2-wD#2
(09.3.16 ~ 4.20)

3-Tarceva#2
(09.4.30 ~ 6.15)

4-N#2
(09.6.16 ~ 7.14)

5-I#4
(09.7.27 ~ 10.7)

pRT to RUL
(09.10.29 ~ 11.13)

6-EC#4
(10.3.8 ~ 6.14)

7-Pdx#1
(10.8.11)

2”pRT to RUL
(10.9.9 ~ 9.24)

8-UFT6#
(10.10.11 ~ 11.4.21)

3”pRT to RUL
(11.5.12 ~ 5.25)

• G-Gemcitabine, D-Docetaxel(wD-weakly), N-Vinorelbine, I-Irinotecan, 
E-Etoposide(OE-oral), Pdx-Paclitaxel, UFT-Tegafur/uracil, A-Pemetrexed

• H-Topotecan, Cb-Belotecan
• P-Cisplatin, C-Carboplatin



M/70
SQC, RUL (08.8.4), IV (cT4N2M1a : Lt.main bronchus)

9-GC#4
(11.8.29 ~ 11.7)

10-OE#3
(12.1.2 ~ 2.25)

Chemo-
Off



NSCLC



M/64
ADC, RLL (10.7.6 TTNB), IV (M1a : lung to lung)
- EGFR wild, ALK-FISH(-)

1-AP#6
(10.7.23 ~ 11.9)

2-Iressa#2
(11.2.8 ~ 3.29)

3-wD#6
(11.4.14 ~ 8.25)

4-G#4
(11.11.24 ~ 12.2.2)

5-N#13
(12.2.16 ~ 13.4.18)

6-Pdx#6
(13.5.16 ~ 13.10.10)

7-N#6
(14.1.2 ~ 9.11)



M/64
ADC, RLL (10.7.6 TTNB), IV (M1a : lung to lung)
- EGFR wild, ALK-FISH(-), PD-L1(+)

8-Durvalumab (ATLANTIC)
(14.10.23 ~ 15.10.8, 1Yr)

10-N#4
(16.4.14 ~ 8.11)

Expired 
(16.9.13)

HER2(-)

GKS (15.2.12)

MET E14m(+)

9-Xalkori#1
(16.3.31 ~ 4.13)

2”GKS (15.12.28)



1-AP#6
(11.4.6 ~ 7.20)

M/51
ADC, RLL, IIIA (pT2N2M0), s/p RLL lobectomy c MLND (08.9.25)
- EGFR d-seq : wild 
- aTP#4 (08.11.11 ~ 09.1.14), PORT (09.2.3 ~ 3.12, 28fx, 5750cGy)

2-Tarceva + CS7017#12
(11.10.26 ~ 12.9.5)

3-D#4
(12.12.5 ~ 13.2.13)

4-Tarceva#24
(13.5.22 ~ 15.5.7)



5-GC#6
(15.5.21 ~ 10.12)

8-Rociletinib#4 (TIGER-3)
(16.5.11 ~ 9.4)

7-EC#2
(15.12.25 ~ 16.1.17)

M/51
ADC, RLL, IIIA (pT2N2M0), s/p RLL lobectomy c MLND (08.9.25)
- EGFR d-seq : wild
- aTP#4 (08.11.11 ~ 09.1.14), PORT (09.2.3 ~ 3.12, 28fx, 5750cGy)

6-N#1
(15.11.5)

GKS (16.4.5)

PD-L1(-) , EGFR-PNA : E19del(+)

9-I#3
(16.9.22 ~ 11.30)

2”GKS (16.9.8)



M/51
ADC, RLL, IIIA (pT2N2M0), s/p RLL lobectomy c MLND (08.9.25)
- EGFR d-seq : wild
- aTP#4 (08.11.11 ~ 09.1.14), PORT (09.2.3 ~ 3.12, 28fx, 5750cGy)

10-Tarceva#1
(17.3.2 ~ 4.10)

PD-L1(-) , EGFR-PNA : E19del(+)

3”GKS (17.2.27)

11-Opdivo rec)
: Refuse

Expired 
(17.4.24)



 Standard regimen  

 Second- or Further-lines options 

(-) Immune checkpoint inhibitors (ICIs)

 Case study 

Contents – SCLC 



Ann Oncol 2013;24(Supplement6):vi99-vi105 

J Clin Oncol 2015;33(34):4106-4111 

NCCN 2018 Ver 2

SCLC



SCLC

Ann Oncol 2013;24(Supplement6):vi99-vi105 



SCLC



 ESMO Guideline (2013)

• For refractory patients and resistant patients with early relapse (<6 weeks), 
participation in a clinical trial or best supportive care is recommended [II, C]

• Oral or i.v. topotecan are recommended for patients having resistant or sensitive 
relapse with CAV being an alternative option [II, B]

• Patients with sensitive relapse may derive benefit from reintroduction of the first-
line regimen (usually platinum–etoposide) [V, C]

 ASCO Guideline (2015)

• In patients with relapsed or refractory SCLC, the administration of second-line, 
single-agent chemotherapy is recommended (grade 1B). 

• Enrollment onto a clinical trial is encouraged. 

• Single-agent topotecan has US Food and Drug Administration approval in this context.

Relapsed or Refractory SCLC

Ann Oncol 2013;24(Supplement6):vi99-vi105 

J Clin Oncol 2015;33(34):4106-4111 



SCLC

 Sensitive relapse



J Thorac Oncol 2016;11(4):452-74 



J Thorac Oncol 2016;11(4):452-74 



M/58
SCLC, LUL (14.9.16), ES (cT2aN2M1b : Lt.2nd rib, Rt.humerus)

1-EP#6
(14.9.23 ~ 15.1.21)

2-Cb#4
(15.5.11 ~ 8.28)

3-EC#4
(15.9.14~ 12.9)

pRT to LUL
(16.2.3 ~ 2.19)

pRT to Rt.humerus & Lt.rib
(14.9.24 ~ 10.8)

pRT to C1
(16.3.22 ~ 4.1)

NN-guided Rt.SOC & T.R. 
(16.7.13) : Small cell ca

WBRT
(16.8.3 ~ 8.17)



M/58
SCLC, LUL (14.9.16), ES (cT2aN2M1b : Lt.2nd rib, Rt.humerus)

4-EP#4
(16.8.29 ~ 11.18)

5-Pdx#6
(17.4.3 ~ 9.18)

pRT to Lt.neck & axilla 
(17.1.3 ~ 1.16)

GKS (17.4.28)

6-EC#4
(17.10.16 ~ 18.1.16)

pRT to Rt.8th rib 
(18.3.6 ~ 3.13)

pRT to L2-S1
(18.3.23 ~ 3.30)

Hospice
(18.4.9)



SCLC



 Purpose of chemotherapy in advanced lung cancer 

= Palliation, not Cure

 Consider patients’ factors : Age, PS,  Support from caregivers…

 Proper application of Radiotherapy btw chemotherapy

= Palliative localized RT including SBRT, GKS(Brain)   

 Flexible use of chemotherapeutic agents 

= Retreatment, Exchangable

 Keep an eye on Rare mutation and/or Clinical trials

= Rebiopsy, NGS, etc

Take Home Messages – Subsequent chemotherapy 





Thank You for Your Attention !!

ckpark214@jnu.ac.kr

mailto:ckpark214@naver.com

