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Health related QOL  

“Does subjective and vague measurement  

    of QOL have any significance?” 

 

“It is much more reliable and clinically significant than measuring natural killer”  

   D. Cella  (Tutorial of Japan Stat. Assoc., 1996) 

“It is relatively uncommon that studies of new drugs in oncology provide 

unambiguous evidence of a survival benefit. So in trying to assess clinical 

benefit for patients who are enrolled in oncology drug studies, QOL is 

becoming an increasingly important component of those types of applications 

and as a means of assessing clinical benefit for patients who are receiving one 

kind of therapy or another”  

   R. Shilsky (ODAC subcommittee, 2000 Feb 10) 
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2005, 7 

EMEA) 

QOL  

 

→  

http://www.ema.europa.eu/ 

2006, Fed Register 71 

FDA 

 

 

 

→ should” 

 

2009, FDA 
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FDA PRO  

u well-defined

 

u

PRO
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Basch et al. JNCI 2011; 24: 1808-10. 

CTCAEv5

PRO  

 

ASCO2013 educational session  

 

 

u  

u  

*Validation study of QOL-ACD  

  Matsumoto et al. 2002, QOL Research 11; 483-93. 

*Sensitivity of instrument (comparison of oral vs infusion) 

  Shimozuma et al. 2000, ASCO Proc.; 2544A. 

Individual weight for global QOL 

  Morita et al. 2003, J. Clin. Epid. 56; 744-51.  

*AE and QOL 

  Kobayashi et al. 2003, ASCO Proc.; 2982. 

 (Morita et al. 2003, Jpn. J. Clin. Oncol. 33; 470-6.) 

* CSP-HOR 2012  

   

u QALY GEST) 

u QOL PRO Comparative Effectiveness Study PRO

PRO ePRO 
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Validation study of QOL-ACD 
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QOL-ACD (1) 

 

1)  
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4)  

5)  

6)  
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QOL-ACD (2) 
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10)  

11)  
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QOL-ACD (3) 
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QOL-ACD (4) 

QOL 

17)  

18)  
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CPT11  trial (1995-1998)  
(Collected questionnaires N=390, total=5338  

u Untreated patients with Stage IIIB / IV NSCLC and ECOG PS 
0-2 

 
 
 
 
 

 

 

 

 

u Primary endpoint: Survival 

u Secondary endpoints: Tumor response, Time to PD, Duration of 
response, Toxicities, QOL, Cost-effectiveness 

   

By Morita 
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Data Collection 

  

Last  
administration 

Baseline                       Chemotherapy 

After treatment 

Course 1     Course 2      Course3     Course4… 

1 Month      2 Month     3 Month      4 Month… 

By Morita 
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Gender 

   Male 

   Female 

PS 

   0 

   1 

   2 

Stage 

   IIIB 

   IV 

Characteristic     No.  (%)   Characteristic     No.   (%) 

 

295 

95 

 

101 

273 

16 

 

154 

236 

 

(75.6) 

(24.4) 

 

(25.9) 

(70.0) 

(4.1) 

 

(39.5) 

(60.5) 

N = 390 of 583 eligible patients in the phase III trials. 

5338 forms were collected 

Weight loss 

   5% 

   <5% 

   unknown 

Albumin 

   Median 

   Range 

LDH 

   Median 

   Range 

 

79 

269 

42 

 

3.8 

2.6-5.0 

 

327 

83-3246 

 

(20.3) 

(68.9) 

(10.8) 

 Patients Characteristics. 
By Morita 
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Patient response of each item  
By Morita 

29 

Response rate of each institute  
By Morita 

30 

Score of physical domain By Morita 
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2  

u  

  

u  

  

       spiritual  
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Sensitivity of instrument 

33 

IMPACT OF SURGICAL ADJUVANT 

CHEMOTHERAPY ON QUALITY OF 

LIFE (QOL) OF PATIENTS WITH 

BREAST CANCER (BC) FOR THE 

FIRST YEAR OF TREATMENT 

 
- A PHASE III RANDOMIZED TRIAL 

COMPARING UFT (URACIL/TEGAFUR) 

WITH CMF IN HIGH-RISK NODE NEGATIVE 

PATIENTS - 
K. Shimozuma, N. Katsumata, Y. Ohashi, H. Makino, 

S. Takashima, H. Sonoo, T. Watanabe 

 for the National Surgical Adjuvant Study Group of Breast 

Cancer 

(N SAS-BC), Tokyo, Japan 

36th American Society of Clinical Oncology Annual Meeting,  

May 20-23, 2000 2544A 

By Shimozuma 
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Breast cancer (I - IIIA) 

Node negative 

High nuclear grade 

Surgery 

Clinical eligibility (age, 

organ function, etc.) 

Eligible 

I.C. 

Randomization Randomization 

UFT p.o. 2 yrs. CMF 6 

cycle 
TAM p.o. 5 yrs. 

N SAS-BC-01 

• Design: Non 

inferiority 

• Primary endpoint: 
– Disease-free survival 

• Secondary endpoints:

  
– Overall survival 

– Adverse events 

– QOL 
– Direct costs 

 

By Shimozuma 

Randomization Randomization 
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Impact of UFT and CMF on QOL 
- EORTC QLQ - 

Higher score indicates higher QOL 

Lower score indicates higher QOL 

Mean฀㼩 SE.

ANOVA Treatment P=0.0043

Treatment x Time P=0.0007

Global QoL

50

60

70

80

90

100

Time

Score

UFT
CMF

Baseline 4 mos.

฀㻬

12 mos.

Mean฀㼩 SE.

ANOVA Treatment P=0.017

Treatment x Time P=0.0001

Social

50

60

70

80

90

100

Time

Score

UFT
CMF

Baseline 4 mos. 12 mos.

]

Mean฀㼩 SE.

ANOVA Treatment P=0.044

Treatment x Time P=0.0001

Fatigue

0

10

20

30

40

50

Time

Score

UFT
CMF

Baseline 4 mos. 12 mos.

Mean฀㼩 SE.

ANOVA Treatment P=0.024

Treatmet x Time P=0.0001

Nausea / vomiting

0

10

20

30

40

50

Time

Score

UFT
CMF

Baseline 4 mos. 12 mos.

By Shimozuma 
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AE and QOL 

37 

Quality of Life Evaluation During Chemotherapy 
of Patients with Advanced Non-Small-Cell Lung 
Cancer: Comparison between CPT-11 plus 

CDDP and VDS plus CDDP in Randomized Trial.  

K. Kobayashi, S. Morita, K. Eguchi,  

T. Matsumoto, M. Shibuya, Y. Yamaji, Y. Ohashi. 

Saitama Cancer Center, Kyoto University, Tokai University,  

Musashigaoka Hospital, Nippon Medical School,  

Mitoyo General Hospital, University of Tokyo, all in Japan. 

ASCO2003, 2982 

By Kobayashi 

Subjects 
Randomized phase III trial in untreated 
patients with Stage IIIB / IV NSCLC and 
ECOG PS 0-2 

 

 

 

 

 
Primary endpoint: Survival 

Secondary endpoints: Tumor response, Time 
to PD, Toxicities, QOL 

CDDP CPT11 
 
CDDP VDS 

R
a
n
d
o
m

iz
e
 

80 mg/m2: d1     60 mg/m2: d1,8,15 

80 mg/m2: d1      3 mg/m2: d1,8,15 

ASCO2003, 2982 

By Kobayashi 

Physical Domain 

M
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a
n

 Q
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c
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ASCO2003, 2982 

By Kobayashi 



Nonhematological 

Toxicity 

G1 G3/4 G1 G3/4

Fever 42.9 0/- 35.7 0/-

N&V 66.2 6.5/- 33.3 1.2/-

Diarrhea 36.4 6.5/3.9 9.5 0/0

Adverse

events

CDDP+CPT

(n=77)

CDDP+VDS

(n=84)

ASCO2003, 2982 

By Kobayashi 
Physical Domain  

& Toxicity 

Coefficient
* P Coefficient

* P

Fever -0.9 0.734 -6.8 0.002

Nausea/vomiting -12.4 <0.001 -13.5 <0.001

Diarrhea -3.5 0.038 -5.1 0.276

Adverse events
CDDP+CPT-11 CDDP+VDS

* Estimate of coefficient with adjustment for age, sex, stage, baseline PS, and  

  time (weeks 1 to 4).  

ASCO2003, 2982 

By Kobayashi 
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PHRF 

 

CSP 

CSPOR 

 CSP-ATOP 

 CSP-LD 

     CSP-HOR 
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Stage I-IIIA 

 

 

 

70  

 

PS 0-1 

 

 

ACP 

ACD 

PTX 

DTX 
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Improving Drug Safety: From Toxicity Assessment to 

Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD  
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CSP-HOR 2012  
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CSP-HOR 2012  
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Fukuda T, Mouri M, Hirose N, Ohsumi S, Mukai H, Morita S, Imai H, Watanabe T, 

Shimozuma K, Ohashi Y. 

Methods of cost data collection for pharmacoeconomic study along with a 

clinical trial. 

ISPOR 2nd Asia-Pacific Conference, March 2006 
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CSP-HOR 2012  

EQ-5D  

Shimozuma K, Shiroiwa T, Fukuda T, Mouri M, Ohashi Y, Watanabe T. 

Comparison of EQ-5D score between treatment with 4 cycles of 

anthracycline followed by 4 cycles of taxane and 8 cycles of taxane for 

node positive breast cancer patients after surgery: N-SAS BC 02 trial.  

ISPOR 13th Annual European Congress, November 2010 

 

 

Shiroiwa T, Fukuda T, Shimozuma K, Kuranami M, Suemasu K, Ohashi Y, 

Watanabe T. 

Comparison of EQ-5D scores among anthracycline-containing regimens 

followed by taxane and taxane-only regimens for node-positive breast 

cancer patients after surgery: the N-SAS BC 02 trial.  

Value in Health 2011; 14(5): 746-751. 
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• N-SAS BC 02 1,060
300 2001 11 2003 5 CIPN
HRQOL  

 

• :  

p FACT-G (27 , 108 ): physical well-being [PWB], 
social/family well-being [SFWB], emotional well-being 
[EWB] and functional well-being [FWB] 

p FACT-B (FACT-G + 9 , 144 ) 

p FACT-Taxane (FACT-G + 16 , 172 ) 

p EQ-5D (5 , :1) 
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CSP-HOR 2012  
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EQ5D EuroQol 5 Dimension  
CSP-HOR 2012  

EuroQol  

63 

CSP-HOR 2012  
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Tsuchiya A, Ikeda S, Ikegami N, Nishimura S, Sakai I, Fukuda T, Hamashima C, Hisashige A, 

Tamura M. Estimating an EQ-5D population value set: the case of Japan. Health Economics 

2002; 11: 341-353 

CSP-HOR 2012  



EQ5D  
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CSP-HOR 2012  

EQ5D  

66 

CSP-HOR 2012  

Comparison with previous study 

67 Pickard AS, Wilke CT, Lin HW, Lloyd A. Health utilities using the EQ-5D in studies of cancer. 

Pharmacoeconomics 2007;25:365-84 

CSP-HOR 2012  

Results of the linear mixed model analysis 

 

Effect F-value P-value   

BASELINE 45.75  <.0001 *   

GROUP 6.67  0.0002 *   

TIME 8.40  <.0001 *   

TIME*GROUP 2.33  0.0061 *   

     

Comparison Difference SE P-value 95% CI 

ACP vs DTX 0.052 0.0185 0.0048 * [0.016 - 0.089]  

ACD vs DTX 0.077 0.0185 <.0001 * [0.040 - 0.113]  

PTX vs DTX 0.021 0.0186 0.269  [-0.016 - 0.057]  

AC followed by taxane vs taxane alone 0.054 0.0132 <.0001 * [0.028 - 0.080]  

Paclitaxel vs Docetaxel -0.002 0.0131 0.889  [-0.028 - 0.024]  

*: P<0.05 

Abbreviations: SE, standard error; CI, confidence interval. 

CSP-HOR 2012  
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CSP-HOR 2012  

79 

SABCS2008 : NSAS-BC03 QOL Tamo  
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u

u

u

u 86 

Quality of life (QOL) evaluation within a randomized  

phase III study of gemcitabine plus S-1 (GS) versus 

S-1 versus gemcitabine (Gem) in unresectable 

advanced pancreatic cancer (PC) in Japan and 

Taiwan  GEST study 
Y. Ohashi, M. Tanaka, N. Boku, H. Ueno, T. Okusaka on behalf of the GEST study group  

ASCO2011 9070 

JCO  

87 

Stratification factors: 

 Metastatic vs. Locally advanced 

 Institution 

R 

*According to body surface area,  

 BSA < 1.25 m2, 1.25=<BSA <1.5, BSA >=1.5 

GEST study design 

Gem 

1000 mg/m2  d1, 8, 15 

repeated every 4 wks 

S-1 

80, 100, 120mg*/body d1-28 

repeated every 6 wks 

Gem + S-1 

GEM: 1000mg/m2 d1, 8 

S-1: 60, 80, 100mg*/body d1-14 

repeated every 3 wks 

88 
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4007 

 

Primary objectives of the QOL 

analysis 

To assess differences between the treatment groups  

Ø QALY (Quality Adjusted Life Years) 

Ø EQ-5D utility index  

90 

←
→

 

 

 

 

 

 

 

 

 

 

 

QALY  
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GEST QOL
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Patient-centered Outcome Research Institute (PCORI) 

u NPO PCORI

(2011 3  

u PCORI Comparative Effectiveness Research

Randomized trial vs. observational studies) 

93 94 

6000 Comparative Effectiveness Research PRO

 

PRO ASCO2011  

Comparative Effectiveness Research

Patient Reported Outcome  

ASCO2011 #6000  

u PRO  

u 13  

u  

u  

u ePRO  

u 10  

u  

u  

 

95 96 

Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD FACT  
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD  
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD  
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD  
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Improving Drug Safety: From Toxicity Assessment to Post-marketing Surveillance  

Education Session Chair(s): David Cella, PhD  
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2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 
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2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 
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Gan To Kagaku Ryoho. 2004 Aug;31(8):1187-92. 

 

[Reliability at the National Cancer Institute-Common Toxicity Criteria version 2.0]. 

 

[Article in Japanese] 

 

Kaba H, Fukuda H, Yamamoto S, Ohashi Y. 

 
Statistics and Cancer Control Division, Research Center for Cancer Prevention and 

Screening, National Cancer Center Research Institute. 

 

We evaluated the reliability of CTC v 2.0 based on source documents and also 

studied the degree of inconsistency in toxicity grading. Five clinical research 

coordinators from the National Cancer Center Hospital independently reviewed 

 

environment, variability exists in the toxicity assessment and grading. Good 

training and education on toxicity assessment using common criteria and 

development of translated manual, including the interpretation of criteria 

assessment, may help reduce variability. 

2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 
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2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 
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2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 
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2012ASCO Educational  Session ‘Endpoints’  (D.Bruner) 

ePRO 

u  

  2000 FDA 30% PRO  

 2008 CenterWatch 75% PRO  

  2009  ePRO 24% 2011 45% 

u  

u ISPOR International Society for Pharmacoeconomics and 

Outcome research)  

u Measurement Equivalence  

  Coons SJ et al. Recommendation on Evidence Needed to Support 

Measurement Equivalence  between Electric and Paper-based PRO 

Measures: ISPOR ePRO Good Research Practices Task Force 

Report, Value in Health 2009; 12: 419-29 

       (220  
107 108 

PALM(PDA) 

iPHONE 

Android 

iPAD 

109 

Hufford MR et al. Applied Clinical Trials, 2002 August 38-43. 

    Result from Stone et al. BMJ 2002; 324: 1193-4:  
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Hufford MR et al. Applied Clinical Trials, 2002 August 38-43. 

    Result from Stone et al. BMJ 2002; 324: 1193-4:  

 

u QOL PRO

 

u

 

u QALY

GEST QALY

 

u ePRO  
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