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Cli i l T i l D i TClinical Trial: Design Types
Piantadosi A(1997), Clinical Trials, Wiley

Clinical Pharmacology Study      TreatmentsMechanism

Phase I Dose-finding

Phase II Safety and Efficacy

Phase I/II

Phase III Comparative

Treatment Efficacyy

Phase IV

Expanded safetyp y
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St ti ti l A h i D D l tStatistical Approach in Drug Development

explanatory
Clinical Pharmacology Study      Treatment Mechanism*

Phase I Dose-finding

p y

Phase II Safety and Efficacy

Phase I/II
exploratory decision making

Phase III Comparative

Treatment Efficacy

exploratory, decision making

Phase IV

Expanded safety

confirmatory, regulatory

Proof of Concept (POC) trial*

pragmatic
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Application of Factorial experiments
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SWOG8300 Miller et al 1995 PBIaChemo for NSCLCSWOG8300 Miller et al. 1995     PBIaChemo for NSCLC

PHS Hennekens and Eberlein 1985

ATBC Heinonen et al. 1987 

!tocopherola carotene for cancer prevention

ISIS4 ISIS4 Research Group 1996

captopriramononitrateamagnesium for MI

Linxian Nutrition Trial  Li et al. 1993 24 for cancer prevention
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CALGB9741  Order of ACP a 2 or 3 weeks interval
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Disease-free Survival (DFS)
Summary of events (DFS)100

SABCS2011

Summary of events (DFS)

ACP ACD PTX DTX

No. of pts 260 258 261 260

Hypothesis 1: A taxane alone is not inferior to AC + a taxane
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Overall Survival (OS)

Summary of events (OS)

ACP ACD PTX DTX
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No. of pts 262 263 263 261
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Summary

8 cycles of a taxane is not ‘non-inferior’ to 4 cycles of AC followed by 

4 cycles of a taxane in all analyzed patients in terms of disease free4 cycles of a taxane in all analyzed patients in terms of disease-free

survival.

Docetaxel (75 mg/m2) is superior to paclitaxel (175 mg/m2) whenDocetaxel (75 mg/m2) is superior to paclitaxel (175 mg/m2) when

given every three weeks in terms of disease-free survival and overall 

survival.

Regarding adverse events:

Incidences of nausea and vomiting were higher with 4 cycles of ACIncidences of nausea and vomiting were higher with 4 cycles of AC 

followed by 4 cycles of a taxane than with 8 cycles of a taxane.

Incidences of edema and febrile neutropenia were higher with docetaxelp g

(75 mg/m2) than with paclitaxel (175 mg/m2) .

Incidence of sensory neuropathy was higher with paclitaxel (175 mg/m2) 

AKA-9984-57

than with docetaxel (75 mg/m2) .
57

Conclusion

As compared with paclitaxel, docetaxel is associated with 

improved efficacy given in tri weekly schedule The results areimproved efficacy given in tri-weekly schedule. The results are

consistent with a study of metastatic breast cancer1. The efficacy 

of taxanes seems to be schedule-dependent. Docetaxel is suitableof taxanes seems to be schedule dependent. Docetaxel is suitable

for tri-weekly schedule but paclitaxel is more efficacious when 

administerd in weekly dose-dense schedule. Our observations in 

this study are in a very good agreement with those in ECOG 1199 

Trial2.

Eight cycles of Docetaxel (75 mg/m2 ) is an alternative regimen in 

patients who are intolerance for, or reluctance to treatment with 

anthracyclines because of concern of cardiac malfunction or fear 

of nausea and vomiting.

AKA-9984-58

1. Jones SE et al. J Clin Oncol 2005;23:5542

2. Sparano JA et al. N Engle J Med 2008;358:1663  
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IPASS: Study designy g

Patients
Endpoints

Gefitinib

(250 mg / day)

Patients
• Chemonaïve

• Age !18 years

Primary
• Progression-free survival   

(non-inferiority)

( g y)

1:1 randomisation

• Adenocarcinoma 
histology

• Never or light ex-
smokers*

Secondary
• Objective response rate

• Overall survival 

• Quality of life

Carboplatin 

(AUC 5 or 6) / 

paclitaxel

• Life expectancy
!12 weeks

• PS 0-2

y

• Disease-related symptoms 

• Safety and tolerability

paclitaxel 

(200 mg / m2) 

3 weekly#

• Measurable stage IIIB / 
IV disease

Exploratory
• Biomarkers

• EGFR mutation

• EGFR-gene-copy number

*Never smokers, <100 cigarettes in lifetime; light ex-smokers, stopped !15 years ago and smoked 

EGFR-gene-copy number

• EGFR protein expression

AstraZeneca data on file

g g pp y g

"10 pack years; #limited to a maximum of 6 cycles 

Carboplatin / paclitaxel was offered to gefitinib patients upon progression

PS, performance status; EGFR, epidermal growth factor receptor 82

IPASSx Study conductIPASS Study conduct
" 87 centres in 9 countries in Asia 

" China, Hong Kong, Indonesia, Japan,China, Hong Kong, Indonesia, Japan, 

Malaysia, Philippines, Singapore, 

Taiwan, Thailand 

" 1217 patients randomised 

" Randomisation period: March 

2006 to October 2007

" Data cut off: 14 April 2008

Hong Kong
Myanmar

" Data cut-off: 14 April 2008 

– 950 PFS events observed in ITT 

population (78% maturity)

M ti t t t" Mean time on treatment 

– gefitinib, 6.4 months

– carboplatin / paclitaxel, 3.4 months 

(median number of cycles#: 6)

" Final survival data (944 events) 

expected mid-2010

AstraZeneca data on file

#limited to a maximum of 6 cycles 

PFS, progression-free survival; ITT, intent-to-treat 83

IPASS: Results

Tony S Mok et alTony S. Mok et al.

NEJM 2009; 

361:947-57.

84

Objective response rate in EGFR mutationObjective response rate in EGFR mutation 

positive and negative patients
Gefitinib

Overall
Gefitinib 

Carboplatin / paclitaxel

EGFR M+ odds ratio (95% CI) = 2.75

(1 65 4 60) p=0 0001

response

rate (%)

71.2%

(1.65, 4.60), p=0.0001 

EGFR M- odds ratio (95% CI) = 0.04

(0.01, 0.27), p=0.0013 

47.3%

23.5%

1.1%

(n=132) (n=129) (n=91) (n=85)

AstraZeneca data on file

Odds ratio >1 implies greater chance of response on gefitinib 85

Lancet Oncol 2010; 11: 121 28Lancet Oncol 2010; 11: 121–28

First-line trial with 

cisplatin+docetaxel

EGFR muted 86+86 ptsEGFR-muted 86+86  pts.

PFS 9.2 vs 6.3 months

HR 0.49 (95%CI0.34-0.71)

86

NEJM 2010; 362: 2380-8.

trial with 

i icisplatin+docetaxel

EGFR-muted 114+110  pts.

PFS 10.8 vs 5.4 months

HR 0.30 (95%CI0.22-0.41)
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