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SCLC: State of the art in 1983  

LD ED Total 

CR+PR (%) 80 75 75 

CR (%) 50 25 35 

Median Survival (mo) 14 7 12 

3-year Survival (%) 15-20 0 5-10 

Aisner J, et al. Cancer Treat Rep 1983; 67: 37-43 
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Meta-Analysis: Cisplatin or Not in SCLC 

Trials/#patients 19/4054 
 
Eligibility No prior chemotherapy 
 
Survival 20% reduction in mortality 
 at 1 year with CDDP regimen 
 (P=.002) 
 
Response Better in CDDP 
 (9% relative increase, P<.05) 
 
Mortality No difference 

Pujol et al. Br J Cancer 83:8, 2000 



Irinotecan+ CDDP (IP)  (n=77) 

Cisplatin 60mg/m2  day 1 

Irinotecan 60mg/m2  days 1, 8, 15 

 4 cycles every 4 weeks 

ETOP + CDDP (EP)    (n=77) 
Cisplatin 80mg/m2  day 1 

Etoposide 100mg/m2  days 1-3 

 4 cycles every 3 weeks 

ESCLC 

PS  0-2 

Age 70≥ 

Noda  K, et al. : NEJM 346, 85-91, 2002 

R 

JCOG 9511: CPT-11 + CDDP vs.  

Etoposide + CDDP 



ED-SCLC: CDDP+CPT-11 vs CDDP+ETP 
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 N Median(mos) 
EP 324  9.9 (9.2–11.1) 
IP 327  9.1 (8.4–9.9) 
 
     P = .71 

12 24 36 48 60 

SWOG0124 

12.8 months 

Noda K. N. Engl J Med 346:85-91, 2002  Lara PN. J Clin Oncol 27:2530-5, 2009  
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ED-SCLC: CDDP+CPT-11 vs CDDP+ETP 

PFS 
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Meta-analyses: Irinotecan or 

Etoposide in ED-SCLC  

• Irinotecan/platinum vs Etoposide/platinum:                        
6 trials 1476 pts. OS: IP>EP HR 0.81 95%CI: 0.66-0.99 

P=0.044 

Jian J et al. J Thorac Oncol 5: 867, 2010 

 

• Irinotecan/platinum vs Etoposide/platinum:                        
4 western trials 1407 pts. OS: IP>EP                                                     
HR 0.87 95%CI: 0.78-0.97 P=0.02 

    Lima J et al. J Thorac Oncol 5: 1986, 2010 

 



Phase III trial of Oral Topotecan  

vs. BSC for Previously Treated ED-SCLC 

Topotecan 2.3 mg/m2/day  

PO days 1-5/q 21 days+ BSC    

(n=71) 

BSC (n=70) 

Relapsed

SCLC 

PS  0-2    

Adequate 

organ 

function 

O’Brien M, et al. J Clin Oncol 24: 5441-7, 2006 

R 



MST 

25.9 wks 

13.9 wks 

O’Brien M, et al.. J Clin Oncol  

24:5441-7, 2006 



Activity of Anti-Cancer Agents for SCLC 

agent Previous 

treatment 

#report #pts response 

(%) 

MST 

(mo) 

Irinotecan no 

yes 

1 

4 

8 

118 

50 

25 

- 

4.2~8.2 

Topotecan no 

yes 

3 

7 

92 

435 

33 

23 

8.7~10 

4.7~8.7 

Amrubicin no 

yes 

1 

2 

33 

94 

76 

52 

 11.7 

9.2~11.2 



JCOG0509: Study Design 

R 

A 

N 

D 

O 

M 

I 

Z 

E 

irinotecan 60mg/m2 D1,8,15 

cisplatin 60mg/m2 D1 

Q4 weeks x 4 cycles 

Amrubicin 40→35mg/m2 D1-3 

cisplatin 60mg/m2 D1 

Q3 weeks x 4 cycles 

PCI 

for CR  

cases 

 

2.5Gy 

10 Fr 

 

IP 

AP 

ED-SCLC 

20-70 yrs 

PS 0-1 
 

Stratification 

● PS 

● institution 

● sex 

 

Sample size  

N=282  

(n=141 per Arm) 

 

Satouchi M, et al. J Clin Oncol 32: 1262-68, 2014 
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Satouchi M, et al. J Clin Oncol 32: 1262-68, 2014 



0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

100%

0 6 12 18 24 30 36 42 48 54

IP

AP

Survival time(months)

P
ro

po
rt

io
n 

su
rv

iv
in

g(
%)

Overall Survival 

*stratified Cox regression,  

with PS and sex as strata 

Pts 

 

2-yr OS Median(m) 

[95% CI] 

IP 

 

142 39.2 17.7 

[ 14.0-22.1] 

AP 

 

142 21.7 15.0 

[ 13.5-17.5] 

HR* : 1.43 95%CI 1.10-1.85 

Satouchi M, et al. J Clin Oncol 32: 1262-68, 2014 



 

Chemotherapy 

Second Line 

IP (n=127)   AP (n=122) 

Third Line 

IP (n=84)  AP (n=87) 

Irinotecan     3 24      7    19 

Amrubicin     61      2      34   12 

CBDCA+Etopo

side 
    22     29      25   24 

Topotecan     12     23       6     5 

other     29     44      12   27 

JCOG0509: Post-Study Therapy 

Satouchi M, et al. J Clin Oncol 32: 1262-68, 2014 



Sekine I, et al. Clin Lung Cancer 2014; 15:96-102 

CBDCA AUC 5 day 1 + 

Etoposide 80mg/m2 days 1-3 

 (n=30) 

Amrubicin (n=31) 

70-74 yrs, 40-45 mg/m2 days 1-3 

≥75 yrs, 40 mg/m2 

age ≥ 70  
SCLC 

PS  0-2    

Adequate 

organ 

function 

R 

Target # of pts: 130 

A Randomized Phase III Study of Single-Agent 

Amrubicin Vs. Carboplatin/Etoposide  

in Elderly Patients With ED SCLC 



Conclusion: Amrubicin monotherapy at 40 to 45 mg/m2 

is toxic and intolerable in elderly Japanese patients with 

ED-SCLC 

A Randomized Phase III Study of Single-Agent 

Amrubicin Vs. Carboplatin/Etoposide  

in Elderly Patients With ED SCLC 

RR  

(%) 

TTP 

(month) 

OS 

(month) 

FN 

(%) 

G3 ILD 

(%) 

TRD 

(%) 

AMR 

(N=31) 

74 4.7 10.9 34.4 12.5 9.7 

CBDCA 

+ETP 

(N=30) 

60 4.3 11.3 3.3 0 0 

Sekine I, et al. Clin Lung Cancer 2014; 15:96-102 



Amrubicin: Clinical Practice in Japan 

Elderly Patients: 30-35mg/m2, days 1-3 

 

Younger Patients: 35-40mg/m2, days 1-3  



Lessons 
learned from 
Amrubicin  

trials More is not always 

better 



SCLC: State of the art in 1983→2016  

ED 

CR+PR (%) 75 

CR (%) 25 

Median Survival (mo) 7→9-15 

3-year Survival (%) 0→5-10 



 

 

EP+TRT vs EP+AHTRT for LD-SCLC 

  5yrs 

Once-daily RT 16% 

Twice-daily (AH) RT 26% 

 Log-rank p=0.04 

Turrisi AT, et al. NEJM; 340: 265, 1999 

Once-daily radiotherapy 

Twice-daily radiotherapy 



JCOG9104 OS  

                       3yrs 5yrs 

Sequential EP+AHRT  20% 18% 

Concurrent EP+AHRT 30% 24% 

 Log-rank p=0.097 

Takada M, et al. JCO 20:3054, 2002 

N=231 
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Cisplatin 
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or good PR 

1st  2nd  

JCOG0202: Study Schema 

Induction  

Chemoradiotherapy 

Consolidation 

Chemotherapy 

Arm A: 

Etoposide/ 

Cisplatin 

3 cycles 

Arm B: 

Irinotecan/ 

Cisplatin 

3 cycles 

Kubota K, et al. Lancet Oncol 2014; 15: 106-13 
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JCOG0202: OS after 1st Registration  

 MST 3yrs 5yrs 

 2.9y 48.4% 34.3% 

Kubota K, et al. Lancet Oncol 2014; 15: 106-13 
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JCOG0202 Primary Analysis:  

OS after randomization 

  MST 3yrs 5yrs 

       EP 3.2y 52.9% 35.8% 

          IP 2.8y 46.6% 33.7% 

  

one sided p=0.703# HR=1.085 

95%CI[0.805-1.464] 

# Stratified log-rank test, with PS and Response to Induction Chemoradiotherapy as strata 

Kubota K, et al. Lancet Oncol 2014; 15: 106-13 
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JCOG0202: PFS after randomization 

  Median 3yrs 5yrs 

         EP 1.14y 32.0% 30.2% 

           IP 1.03y 30.8% 27.7% 

  
one sided p=0.736#  

HR=1.095 95%CI[0.826-1.453] 
# unstratified log-rank test 

Kubota K, et al. Lancet Oncol 2014; 15: 106-13 



 

JCOG0202 Favorable Outcome: 

・ Patient Selection- PS 0-1, Age: 70≥ 

・ Japanese Patients 

・ Radiotherapy Quality Control 

・ Patient Care: Full Disclosure of prognosis,  

 and toxicity management  

 in the consent form of the study 

Kubota K, et al. Lancet Oncol 2014; 15: 106-13 



Early Versus Delayed Concurrent 

Palliative Oncology Care 

Bakitas MA, et al. 

 J Clin Oncol.33, 2015  

N=207 

Patients with advanced cancer 

One-year survival: P=.038 



Oncologists 

CST 

Control 

Patients G1 

Patients G2 

Patients G3 

Patients G4 

CST 

Control 

Randomized Trial of 

Communication Skill Training 

Fujimori, Kubota, et al. J Clin Oncol 32:2166-72, 2014 

SHARE protocol 

workshop 

N=30 
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Patient Psychological Distress, Perceived 

Communication and Satisfaction (N=601) 
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CDDP with  

250ml saline 

60 min 

60 min 

5% dextrose 

0.45% NaCl 

KCL 10mEq 

MgSO4 8mEq 

30 min 

Pre hydration 

500ml 

Oral  

500ml 

Mannitol 200ml 
Dexamethazone 

Aprepitant 

Palonosetron 

 

Prospective Trial of Cisplatin-based 

chemotherapy using Oral Post Hydration 

Horinouchi, Kubota, et al. ESMO 2014 



  Serum Creatinine Elevation N (%) 
 Grade 1 1 (2) 

  Grade 2 1 (2) 

Result (N=46) 

Horinouchi, Kubota, et al. ESMO 2014 
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Kubota K, et al. Supportive Care in Cancer 2016, in print 

Palonosetron 0.75 mg IV (n=316) 

Granisetron 40 mcg/kg IV (n=323) 



Hours 

* * * * 

No nausea Mild Moderate Severe 
S

e
v
e
ri

ty
  

o
f 

 n
a
u

s
e
a

 

58,7 59,9 
53,5 

46,3 
52,0 

45,1 
51,1 

41,9 

61,9 
54,7 

24,3 21,8 
29,3 

33,6 

34,6 

35,2 

34,8 

38,3 

28,3 

29,2 

10,8 12,3 12,8 
13,6 

10,7 

15,0 

11,2 

12,7 

8,2 

11,1 

6,1 5,9 4,3 6,4 
2,7 4,7 2,9 

7,2 
1,6 

5,0 

0

10

20

30

40

50

60

70

80

90

100

Palo Gra Palo Gra Palo Gra Palo Gra Palo Gra

 0-24                          24-48                        48-72                       72-96                         96-120      

Kubota K, et al. Supportive Care in Cancer 2016, in print 
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LD ED 

CR+PR (%) 80 75 

CR (%) 50 25 

Median Survival (mo) 14→24 7→9-15 

3-year Survival (%) 15-20 

→30-35 

0→5-10 

5-year Survival (%) 25-30 0-5 

SCLC: State of the art in 1983→2016  
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PROTECT: Randomized Double Blind Trial 

Comparing Palonosetron+DEX with 

Granisetron+DEX in either Cisplatin or “AC/EC”  

 

Saito M, et al. Lancet Oncol 2009;10:115-124 

Palonosetron 0.75 mg IV     

+ Dexamethasone 

Granisetron 40 ug/kg IV 

+ Dexamethasone 

     R 

HEC 

N=1114 
 

Stratified by 

Age (>=55, <55) 

Gender 

Chemotherapy (CDDP, AC/EC) 


