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Response Criteria  
 
Efficacy Assessment 
 

 
Definition 

Measurability of 
lesions at baseline 

1. Measurable: unidimensional (LD only, size with conventional techniques ≥20 
mm; spiral computed tomography ≥10 mm)  

 2. Nonmeasurable: all other lesions, including small lesions. (LD only, size with 
conventional techniques <20 mm; spiral computed tomography <10 mm)

  
Objective response 1. Target lesions: All measurable lesions up to a maximum of 5 per organ and 

up to 10 lesions total [more than one organ]) selected on the basis of their size 
and suitability for accurate repeated measurement 

 CR: disappearance of all target lesions 
 PR: ≥30% decrease in the sum of the LD of all target lesions taking the 

baseline sum of LD as reference
 PD: ≥20% increase in the sum of the LD of all measured target lesions, taking 

as reference the smallest sum of LD of all target lesions recorded at or after 
baseline

 SD: Neither sufficient shrinkage to qualify for PR or CR nor an increase in 
lesion which would quality for PD 

 Unknown: Progression has not been documented and one or more target 
lesions have not been adequately assessed  

 2. Nontarget lesions: all other lesion that do not fulfill the criteria for target 
lesions at baseline  

 CR: disappearance of all target lesions 
 PD: Unequivocal progression of existing nontarget lesions 
 SD: Neither sufficient shrinkage to qualify for CR nor PD  
 Unknown: Progression has not been documented and one or more nontarget 

lesions have not been adequately assessed  
  
Best Overall 
response 

Best response recorded from treatment start to disease progression or 
recurrence  

 CR: at least two determinations of CR at least 4 weeks apart before 
progression. 

 PR: at least two determinations of PR or better at least 4 weeks apart before 
progression (and not qualifying for a CR). 

 SD: at least one SD assessment (or better) > 6 weeks after randomization 
(and not qualifying for CR or PR)  

 PD: any progression within 18 weeks after randomization (and not qualifying 
for CR, PR or SD) will lead to a best overall response evaluation of 
’progressive disease’ 

 Unknown: all other cases  
  
Duration of 
response 

Applies only to patients with best overall response of CR or PR 

 Start: date of first documented response (CR or PR) 
 End: time of progression 
  
Progression-Free 
Survival 
 

PFS is defined as the duration of time from randomization to time of progression 
or death. 
 

 



RADIANT-3 Manuscript – Revised 03-Dec-2010 
 
RECIST = Response Evaluation Criteria in Solid Tumors, LD = longest diameter, CR = complete response, PR = 
partial response, PD = progressive disease, SD = stable disease.  
 
Adapated from Therasse P, Arbuck SG, Eisenhauer EA, Wanders J, Kaplan RS, Rubinstein L, Verweij J, Van 
Glabbeke M, van Oosterom AT, Christian MC, Gwyther SG. New guidelines to evaluate the response to treatment in 
solid tumors. European Organization for Research and Treatment of Cancer, National Cancer Institute of the United 
States, National Cancer Institute of Canada.J Natl Cancer Inst. 2000 Feb 2;92(3):205-16. 
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CONSORT Flow Diagram 

Enrollment 

Assessed for eligibility (n=474) 

Excluded (n=64) 
♦   Not meeting inclusion criteria (n=64) 

Randomization 

Patients randomly assigned (n=410) 

Full Analysis (n=207)  
Safety set (n=204) 
Open label everolimus set (n=1) 

Lost to follow-up (n=1)  
Ongoing (n=66) 
Discontinued intervention (n=141) 

• Disease progression (n=92)  
• Adverse events (n=36) 
• Subject withdrew consent (n=4)  
• Death (n=4)  
• Protocol violation (n=4)  

Analysis 

Follow‐Up 

Allocated to everolimus + best supportive care (n=207) 
♦ Received allocated intervention (n= 206) 
♦ Did not receive allocated intervention (n=1)* 

Everolimus + best supportive care 

Full Analysis (n=203)  
Safety set (n=203) 
Open label everolimus set (n=148) 

Lost to follow-up (n=0)  
Ongoing (n=26) 
Discontinued intervention (n=177) 

• Disease progression (n=163)  
• Adverse events (n=7) 
• Subject withdrew consent (n=4)  
• Death (n=3)  
• Protocol violation (n=0)  

Follow‐Up 

Analysis 

Allocated to placebo + best supportive care (n=203) 
♦ Received allocated intervention (n=203) 
♦ Did not receive allocated intervention  (n= 0) 

Placebo + best supportive care 

* subject withdrew consent before receiving study medication 
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Appendix. Drug-related Adverse Events Occurring With At Least 1% 

Incidence of Grade 3 or 4 Events in Either Group. 

Adverse event Everolimus 

(N = 204) 

Placebo 

(N = 203) 

 All 

grades 

n(%) 

 

Grade 3 

n(%) 

 

Grade 4 

n(%) 

All 

grades 

n(%) 

 

Grade 3 

n(%) 

 

Grade 4 

n(%) 

 no. of patients (percent) 

Anemia 35(17) 10(5) 2(1) 5(3) 0(0) 0(0) 

Hyperglycemia 27(13) 11(5) 0(0) 9(4) 3(2) 1(<1) 

Stomatitis 108(53) 10(5) 0(0) 23(11) 0(0) 0(0) 

Thrombocytopenia 27(13) 7(3) 1(<1) 1(<1) 0(0) 0(0) 

Diarrhea 69(34) 7(3) 0(0) 20(10) 0(0) 0(0) 

Hypophosphatemia 15(7) 6(3) 0(0) 3(2) 1(<1) 0(0) 

Neutropenia 13(6) 6(3) 0(0) 4(2) 4(2) 0(0) 

Diabetes 17(8) 5(3) 0(0) 0(0) 0(0) 0(0) 

Hemoglobin 

decreased 

12(6) 5(3) 0(0) 2(1) 0(0) 0(0) 

Lymphopenia 12(6) 5(3) 0(0) 3(2) 1(<1) 0(0) 

Dyspnea 15(7) 3(2) 0(0) 6(3) 0(0) 0(0) 

Fatigue 64(31) 3(2) 0(0) 29(14) 1 (<1) 0(0) 

Mouth ulceration 12(6) 3(2) 0(0)    4(2) 0(0) 0(0) 

Nausea 41(20) 3(2) 0(0) 37(18) 0(0) 0(0) 

Pneumonitis 25(12) 3(2) 0(0) 0(0) 0(0) 0(0) 

Pulmonary 

Embolism 

3(2) 2(1)   1(<1) 0(0) 0(0) 0(0) 
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Abdominal pain 11(5) 2(1) 0(0) 9(4) 1(<1) 0(0) 

Asthenia 26(13) 2(1) 0(0) 17(8) 2(1) 0(0) 

Blood glucose 

decreased 

2(1) 2(1) 0(0) 1(<1) 0(0) 0(0) 

Dehydration 5(3) 2(1) 0(0) 0(0) 0(0) 0(0) 

Hepatic Function 

abnormal 

4(2) 2(1) 0(0) 1(<1) 1(<1) 0(0) 

Interstitial 

lung disease 

5(2) 2(1) 0(0) 0(0) 0(0) 0(0) 

Leukopenia 12(6) 2(1) 0(0) 4(2) 1(<1) 0(0) 

Palma-plantar 

erythrodysesthesia 

Syndrome 

6(3) 2(1) 0(0) 0(0) 0(0) 0(0) 

White blood cell 

count 

4(2) 2(1) 0(0) 1(<1) 0(0) 0(0) 

Alanine 

Aminotransferase 

increased 

    7(3) 1(<1) 0(0) 4(2) 2(1) 0(0) 

Aspartate 

aminotransferase 

Increased 

6(3) 1(<1) 0(0) 7(3) 2(1) 0(0) 

 



 
 
 

Novartis Oncology 

Clinical Development & Biostatistics 

RAD001 (everolimus) 

Study No.  CRAD001C2324 

Harmonization of Efficacy Analysis of Solid Tumor Studies 

Protocol Post-text Supplement: 1 
Guidelines for Response, Duration of Overall Response, 
TTF, TTP, Progression-Free Survival and Overall Survival  

(based on RECIST) 

Authors (Version 2): Capdeville R, Chen B, Gathmann I, Green S, Lebwohl D,  
Murawsky M, Wang L, Zuber E  

Authors (Version 1): Gathmann I, Mietlowski W, Kiese B, Mellars K, Capdeville R,  
Dugan M  

Document type: TA Specific Guideline 

Document status: Final 
Version 2, dated 18-Jan-2007 replacing  
Version 1, dated 13-Dec-2002 

Release date: 17-Apr-2007  

Number of pages: 21 

Property of Novartis 
Confidential 

May not be used, divulged, published or otherwise disclosed 
without the consent of Novartis 



Novartis Confidential Page 2 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 3 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 4 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 5 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 6 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 7 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 8 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 9 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 10 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 11 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 12 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 13 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 14 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 15 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 16 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 17 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 18 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 19 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 20 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 



Novartis Confidential Page 21 
RECIST Guidelines Version 2 – Post-text supplement 1 Study No. CRAD001C2324 
 

 


	Appendix with Accknowledgements.pdf
	NVU-10-1527 Radiant 3 acknowledgement statement 3-2-11.pdf
	RECIST 1 0 Criteria v4 (12-3-10).pdf
	- CONSORT Flow Chart for RADIANT-3 Trial v3 (12-2-10).pdf
	Appendix of AE.pdf

	CRAD001C2324 Post-text Supplement 1_RECIST.pdf
	Protocol Post-text Supplement: 1 Guidelines for Response, Duration of Overall Response, TTF, TTP, Progression-Free Survival and Overall Survival  (based on RECIST)


