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Appendix A. Progression-Free Survival: Additional 
Common Endpoints for the Study of Oncology Drugs 

 
Disease-free survival (DFS): The time from random assignment to cancer recurrence or 

death from any cause.  
 
Relapse-free survival (RFS): The time from treatment of disease to any event, irrespective 

of cause, except for any second primary cancers 
 
Time to progression (TTP): The time from random assignment to disease progression. TTP 

does not include deaths, and these events are censored, either at the time of death or at an 
earlier visit.  

 
Objective response rate (ORR): The proportion of subjects with a predefined amount of 

reduction in tumor burden as assessed on the basis of specific criteria such as the 
Response Evaluation Criteria in Solid Tumors (RECIST). Generally, ORR has been 
defined as the sum of partial responses plus complete responses (divided by total 
patients) and is considered a direct measure of drug antitumor activity.  
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Appendix B. Progression-Free Survival: Search 
Strategy 
 
MEDLINE® (via PubMed) 1/10/12 
 
Key Question 1: 
 
"Disease-Free Survival"[Mesh] OR "progression free survival" OR "progression-free survival" 
OR "time to progression" 
AND 
(("Quality of Life"[Mesh]) OR ( "Depression"[Mesh] OR "Depressive Disorder"[Mesh] )) OR 
"Anxiety"[Mesh] OR “clinical benefit” OR “clinical benefits” OR “quality of life” OR “patient-
reported outcomes” OR depression OR anxiety OR “psychological” 
AND 
"Neoplasms"[Mesh] OR cancer OR neoplasms OR carcinoma 
AND 
("progression-free" OR "progression free") Field: Title/Abstract 
AND  
Limits: Humans, English, Publication Date from 1999 to 2012 
We made 2 sets – one with publication types letter, editorial, comment, OR review – the second 
was the rest of the articles in the set. 
 
Key Question 2 includes the above search AND 
 
Additional drug specific searches -  
("bevacizumab" [Supplementary Concept] OR Bevacizumab OR avastin) AND ("Breast 
Neoplasms"[Mesh] OR (breast AND (cancer OR cancers OR neoplasms OR carcinoma*)) AND 
("progression-free survival" OR "time to progression") 
 
("ixabepilone" [Supplementary Concept] OR ixabepilone OR ixempra) AND ("Breast 
Neoplasms"[Mesh] OR (breast AND (cancer OR cancers OR neoplasms OR carcinoma*)) AND 
("progression-free survival" OR "time to progression") 
                 
("lapatinib" [Supplementary Concept] OR lapatinib OR Tykerb) AND ("Breast 
Neoplasms"[Mesh] OR (breast AND (cancer OR cancers OR neoplasms OR carcinoma*)) AND 
("progression-free survival" OR "time to progression") 
 
("bevacizumab" [Supplementary Concept] OR Bevacizumab OR avastin) AND ("Colorectal 
Neoplasms"[Mesh] OR ((colon OR colorectal) AND (cancer OR cancers OR neoplasms OR 
carcinoma*))) AND ("progression-free survival" OR "time to progression") 
 
("panitumumab" [Supplementary Concept] OR panitumumab OR vectibix) AND ("Colorectal 
Neoplasms"[Mesh] OR ((colon OR colorectal) AND (cancer OR cancers OR neoplasms OR 
carcinoma*))) AND ("progression-free survival" OR "time to progression") 
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("Doxorubicin"[Mesh] OR doxorubicin OR doxil) AND ("Ovarian Neoplasms"[Mesh] OR 
((ovary OR ovarian) AND (cancer OR cancers OR neoplasms OR carcinoma*))) AND 
("progression-free survival" OR "time to progression") 
 
("gemcitabine" [Supplementary Concept] OR gemcitabine OR gemzar) AND ("Ovarian 
Neoplasms"[Mesh] OR ((ovary OR ovarian) AND (cancer OR cancers OR neoplasms OR 
carcinoma*))) AND ("progression-free survival" OR "time to progression") 
 
("trabectedin" [Supplementary Concept] OR trabectedin OR yondelis) AND ("Ovarian 
Neoplasms"[Mesh] OR ((ovary OR ovarian) AND (cancer OR cancers OR neoplasms OR 
carcinoma*))) AND ("progression-free survival" OR "time to progression") 
 
("sorafenib" [Supplementary Concept] OR sorafenib OR nexavar) AND ("Carcinoma, Renal 
Cell"[Mesh] OR "renal cell carcinoma") AND ("progression-free survival" OR "time to 
progression")  
 
("pazopanib" [Supplementary Concept] OR pazopanib OR votrient) AND ("Carcinoma, Renal 
Cell"[Mesh] OR "renal cell carcinoma") AND ("progression-free survival" OR "time to 
progression") 
 
("sunitinib" [Supplementary Concept] OR sunitinib OR sutent) AND ("Carcinoma, Renal 
Cell"[Mesh] OR "renal cell carcinoma") AND ("progression-free survival" OR "time to 
progression") 
 
("erlotinib" [Supplementary Concept] OR erlotinib OR tarceva) AND ("Carcinoma, Non-Small-
Cell Lung"[Mesh] OR ("non-small cell lung" AND (cancer OR cancers OR neoplasms OR 
carcinoma))) AND ("progression-free survival" OR "time to progression") 
 
("docetaxel"[Mesh] OR doxetaxel OR taxotere) AND ("Head and Neck Neoplasms"[Mesh] OR 
(("head and neck") AND (cancer OR cancers OR carcinoma* OR neoplasms))) AND 
("progression-free survival" OR "time to progression") 
 
The EMBASE search was  
'progression-free survival'/exp OR 'time to progression' in abstract or title 
AND 
'clinical benefit' OR 'clinical benefits' OR 'quality of life'/exp OR 'patient-reported outcomes' OR 
'depression'/exp OR 'anxiety'/exp OR 'psychological' 
AND 
'cancer'/exp OR 'neoplasms'/exp OR 'carcinoma'/exp 
AND  
Human/English/1999-2012  
NOT MEDLINE 
 
MEDLINE 12/26/2011 = 293 
 For KQ1: ‘progression-free survival’/OR ‘PFS’ 
AND 
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‘clinical benefit’ OR ‘quality of life’ OR ‘patient-reported outcomes’ OR ‘depression’ OR 
‘anxiety’ OR ‘psychological’ 
AND ‘cancer’ 
For KQ2: above AND each of the convenience drugs added individually 
Limited to human/English/post 1999 (KQ1) or 2004 (KQ2) 
above search limited to ‘randomized’ = 82 
 
Sets – N=1505 
From Medline = 82 
KQ1_EMBASE = 426 
KQ1_PubMed_EditComm=232 (these are the editorials, comments, letters and reviews from 
PubMed) 
KQ1_PubMed_nonindexed=105 (these are the PubMed nonindexed that search obtained but that 
fell out when the English, Human and 1999-2012 limits were added) 
KQ1_PubMed=655 (these are the PubMed results for the search strategy that we discussed 
minus the editorials, comments, letters and reviews above) 
KQ2_PubMed=5 (these are the drug specific search results that were not already in the database 
– there were no drug specific search unique records in EMBASE).
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Appendix C. Progression-Free Survival: List of Target 
Drugs 
 

Oncology drugs for advanced solid epithelial cancers approved by regulatory authorities 
using PFS as the primary endpoint (2005 to 2010) 
 

Targeted 
Cancer 

Drug  
 

 Approved 
(jurisdictions) 

Breast cancer – 
advanced 

Avastin 
(bevacizumab) 

US, Europe, 
Canada 

Breast cancer – 
advanced 

Ixempra 
(Ixabepilone) US, Canada 

Breast cancer—
advanced 

Tykerb 
(Lapatinib 
ditosylalte) 

US, Europe, 
Canada 

Colorectal cancer 
– advanced 

Avastin 
(bevacizumab) 

US, Europe, 
Canada 

Colorectal Cancer 
– advanced 

Vectibix 
(panitumumab) 

US, Europe, 
Canada 

Ovarian cancer—
advanced 

Doxil 
(Doxorubicin) Europe, Canada 

Ovarian cancer—
advanced 

Gemzar 
(gemcitabine) 

US, Europe, 
Canada 

Ovarian Cancer – 
advanced 

Yondelis 
(trabectedin) Europe, Canada 

Renal Cell 
Cancer – 
advanced 

Nexavar 
(sorafenib) 

US, Europe, 
Canada 

Renal Cell 
Cancer – 
advanced 

Votrient 
(pazopanib) 

 

US, Europe, 
Canada 

Renal Cell 
Cancer – 
advanced 

Sutent (sunitinib) US, Europe, 
Canada 

NSCLC - 
advanced 

Tarceva 
(erlotinib) 

US, Europe, 
Canada 

Squamous Cell 
Cancer of Head 

and Neck - 
advanced 

Taxotere 
(docetaxel) 

US, Europe, 
Canada 
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Appendix D. Progression-Free Survival: Screening 
Questions 
Title/Abstract Screening Questions 
1.  Is this article published in English? 

 Yes 

 No-EXCLUDE 
 
 2.  Is this a human study? 

 Yes 

 No-EXCLUDE 
 
 3.  Is PFS an outcome measure? 

 Yes 

 No-EXCLUDE 
 
 

 

4. Is this study 
A) a phase III (RCT) trial AND 
B) does it address one of the combinations below: 
  
Ixabepilone (Ixempra) - Breast cancer 
Bevacizumab (Avastin) – breast cancer and colorectal cancer 
lapatinib (Tykerb) - Breast cancer 
panitumumab (Vectibix) - Colorectal cancer 
doxorubicin (Doxil) - Ovarian cancer 
gemcitabine (Gemzar) - Ovarian cancer 
trabectedin (Yondelis) - Ovarian cancer 
sorafenib (Nexavar) - RCC 
pazopanib (Votrient) - RCC 
sunitinib (Sutent) - RCC 
erlotinib (Tarceva) - NSCLC 
docetaxel (Taxotere) - Squamous cell ca of head and neck 

 Yes BOTH A and B---KQ2 

 No 
 

.  

 
5. Is there a PRO/QoL outcome? (This include outcomes that address psychological state, mood, 
depression, anxiety, hope) 

 Yes 

 No-EXCLUDE 
 

 

 
6. Do the authors of the article appear to be trying to establish a direct link between PFS and a 
PRO or Qol measure? 

 Yes or Uncertain---KQ1 

 No-EXCLUDE 
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Full-Text Screening Questions 
Click if applies: 

 EXCLUDE - ABSTRACT ONLY, FULL-TEXT NOT AVAILABLE 

 EXCLUDE – REVIEW 

 EXCLUDE - CONFERENCE PRESENTATION 
 
 1. Does this study utilize one or more validated PRO/QoL tools to measure the PRO/QoL outcome(s) reported? 

 Yes 

 No-EXCLUDE 
  

2. Does this article address one of the combinations below?: 
  
Ixabepilone (Ixempra) - Breast cancer 
Bevacizumab (Avastin) – breast cancer and colorectal cancer 
lapatinib (Tykerb) - Breast cancer 
panitumumab (Vectibix) - Colorectal cancer 
doxorubicin (Doxil) - Ovarian cancer 
gemcitabine (Gemzar) - Ovarian cancer 
trabectedin (Yondelis) - Ovarian cancer 
sorafenib (Nexavar) - RCC 
pazopanib (Votrient) - RCC 
sunitinib (Sutent) - RCC 
erlotinib (Tarceva) - NSCLC 
docetaxel (Taxotere) - Squamous cell ca of head and neck 

 Yes-INCLUDE KQ2 

 No 
 
 3. Does this study report a direct association between PFS and a PRO/QoL outcome? This study can be prospective 

or retrospective, observational and/or survey based. 

 Yes-Include KQ1 

 No-EXCLUDE 
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Appendix E. Progression-Free Survival: Abstraction 
Form Items 
Study Characteristics 
Refid 
Author, Year  
Key Question  
Abstractor  
Cancer type  
Cancer Stage  
Exp Drug v Control  
Study Design  
N Exp/Control  
Age, Mean (SD); Median (range) 
 

Treatment Efficacy and Safety 
Primary Endpoint (Defined) 
PFS, Experimental v Control, HR (95% CI)  
OS, Experimental v Control, HR (95% CI)  
ORR, Experimental v Control,  % (95% CI)  
Total Grade 3/4 AEs --  N (%) of pts on Experimental tx  
Total Grade 3/4 AEs-- N (%) of pts in Control 
 

QoL Description and PFS-QoL Association 
QoL Tool Used 
Threshold used for significant changes 
Information on how the QoL was administered 
Testing intervals for QoL, discontinuation criteria  
QoL Timing for Drug treatment  
QoL test (last administration) drop-out -- Experimental (N and % of total tx)  
QoL test (last administration)  drop-out -- Control (N and % of total tx)  
Primary reasons for drop-out  
Was Missing Data statistically addressed  
PFS-QoL  association descriptive results  
PFS-QoL statistical method used 
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Appendix F. Progression-Free Survival: Relevance of 
Quality Assessment Items 

 

Quality Criteria 

Important to 
Drug 

Treatment 
Trials 

Important  in 
Studies 

Relating PFS 
to QoL 

Unique to 
Trials 

Comparing 
PFS and QoL 

Selection bias    
Subjects in different groups recruited from same 
population X X  

Subjects in different groups recruited over same time 
period X X  

Inclusion/exclusion criteria clearly stated X X  
Randomization used X   
Comparable baseline characteristics between groups X   
Apart from treatment under investigation, groups treated 
equally X   

Similarity between groups in potentially important 
confounders (e.g., those with and without PFS) or 
adequate adjustment for confounding 

  X 

Patients are not censored at progression   X 
Performance bias    
PFS assessed in valid and reliable manner (central 
radiology review, RECIST criteria used, inter- and intra- 
observer variability reported) 

X X  

Subjects and investigators blind to treatment group X X  
Subjects awareness of PFS status is described   X 
Attrition bias    
Missing data addressed through description and analysis X X  
Results unlikely to be affected by losses to follow-up X X  
Missing data likely to be at random X X  
Detection bias    
Outcome (progression) assessors blind to treatment 
group X X  

PFS and other endpoints defined X X  
QOL administration process was described X X  
A priori hypothesis regarding the relationship between 
PFS and QOL   X 
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APPENDIX G.  Progression-Free Survival: Full-Text 
Screening, Articles Excluded, by Reason 

Level 2, Form Full-Text Screening, -> EXCLUDE - ABSTRACT 
ONLY, FULL-TEXT NOT AVAILABLE... 

Refid: 103, Estimating quality of life in advanced melanoma; A comparison of standard gamble, 
SF-36 mapped, and eortc QLQ-c30 mapped utilities 
A. J. Batty, D. Fisher, B. Winn, Q. Wang, K. Tolley and D. Rowen 
Level: 2, State: Excluded 
 
Refid: 162, Patient preferences for non-small cell lung cancer (NSCLC) treatments 
J. F. Bridges, A. Mohamed, H. W. Finnern, A. Woehl and A. B. Hauber 
Level: 2, State: Excluded 
 
Refid: 202, Time to deterioration (TTD) in patient-reported outcomes in phase 3 axis trial of 
axitinib vs sorafenib as second-line therapy for metastatic renal cell carcinoma (mRCC) 
D. Cella, B. Escudier, B. Rini, C. Chen, H. Bhattacharyya, J. Tarazi, B. Rosbrook, S. Kim and R. 
Motzer 
Level: 2, State: Excluded 
 
Refid: 232, Health-related quality of life (HRQOL) in 1st line non-squamous non-small cell lung 
cancer (NSCLC) patients in a real life setting: Bevacizumab-based versus non-bevacizumab 
based therapy in a european pilot study 
C. Chouaid, H. G. Bischoff, A. Vergnenegre, D. F. Heigener, G. Taylor-Stokes, A. Roughley and 
S. Walzer 
Level: 2, State: Excluded 
 
Refid: 310, Asthenia and fatigue as potential biomarkers of sunitinib efficacy in metastatic renal 
cell carcinoma 
M. P. Davis, R. A. Figlin, T. E. Hutson, D. Goldstein, S. Li, J. Perkins and R. J. Motzer 
Level: 2, State: Excluded 
 
Refid: 326, Patient preference-based utility weights from the functional assessment of cancer 
therapy-general (FACT-G) in women with hormone receptor positive metastatic breast cancer 
receiving letrozole plus lapatinib or letrozole alone 
T. E. Delea, O. Sofrygin and M. Amonkar 
Level: 2, State: Excluded 
 
Refid: 396, Unresectable colorectal liver metastases treated by intraoperative radiofrequency 
ablation with or without resection: the ARF2003 study 
S. Evrard, M. Rivoire, J. P. Arnaud, E. Lermite, C. Bellera, S. Mathoulin-Pelissier, M. Fonck, R. 
Brunet, Y. Becouarn and C. Lalet 
Level: 2, State: Excluded 
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Refid: 496, Analysis of toxicity profile, Dose reduction and efficacy of sunitinib in metastatic 
renal cancer 
C. Gonzalez-Perez, B. I. Pajares-Hachero, B. Muros-de Fuentes, J. Gonzalez-Contreras, A. I. 
Gomez-Sanchez and B. Solano-Hernandez 
Level: 2, State: Excluded 
 
Refid: 563, How much do patients with renal cell carcinoma (RCC) value progression free 
survival in medical decision making?-results from a benefit-risk conjoint study 
A. B. Hauber, A. F. Mohamed, F. R. Johnson and M. P. Neary 
Level: 2, State: Excluded 
 
Refid: 679, Erlotinib maintenance therapy for non-small cell lung cancer preserves quality of life 
E. Juhasz, J. H. Kim, L. Stelmakh, S. Cicenas and G. Klingelschmitt 
Level: 2, State: Excluded 
 
Refid: 772, Efficacy of Biological Agents (BA) in metastatic Triple Negative Breast Cancer 
(TNBC): A systematic review 
N. M. La Verde, A. Bramati, P. Sburlati, E. Galfrascoli, A. Moretti, A. Bianchi, S. Girelli, S. 
Piva, M. C. Garassino and G. Farina 
Level: 2, State: Excluded 
 
Refid: 807, Sofrafenib versus sunitinib in metastatic renal cell carcinoma: Indirect comparison 
analysis 
H. W. Leung and A. L. Chan 
Level: 2, State: Excluded 
 
Refid: 1007, Ariadna study - Evaluation of symptoms on daily life and health-related quality of 
life (HRQOL) of patients with advanced non-small cell lung cancer (NSCLC) 
J. Oramas, M. Cobo, A. Paredes, E. Arriola, M. Sala, A. Artal, R. Girones, M. J. Martinez, S. 
Figueroa and M. Domine 
Level: 2, State: Excluded 
 
Refid: 1144, An interim analysis of health-related quality of life (HRQOL) in patients with non-
squamous non-small-cell lung cancer (NSNSCLC) receiving bevacizumab vs bevacizumab + 
pemetrexed for maintenance therapy in avaperl 1 
A. Rittmeyer, C. Chouaid, J. H. Kim, M. J. Ahn, V. Gorbunova, A. Scherpereel, J. Oramas, S. 
Walzer and F. Barlesi 
Level: 2, State: Excluded 
 
Refid: 1350, Utility elicitation study in the UK general public for late stage chronic lymphocytic 
leukemia 
K. Tolley, C. Goad, Y. Yi, P. A. Maroudas and G. Thompson 
Level: 2, State: Excluded 
 
Refid: 1370, Bevacizumab in combination with chemotherapy for the first-line treatment of 
metastatic colorectal cancer 
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R. Ubago, M. A. Castillo, S. Flores and C. Beltran 
Level: 2, State: Excluded 
 
Refid: 1434, A Q-twist analysis comparing panitumumab plus best supportive care (BSC) with 
bsc alone in patients with wild-type kras metastatic colorectal cancer 
J. Wang, Z. Zhao, B. Sherrill, M. Peeters, J. Wiezorek and B. Barber 
Level: 2, State: Excluded 
 
Refid: 1469, Tumour response, skin rash and health-related quality of life (HRQOL) - Post-HOC 
data from the IPASS study 
Y. Wu, M. Fukuoka, T. S. K. Mok, N. Saijo, S. Thongprasert, J. C. H. Yang, D. T. Chu, J. J. 
Yang and Y. Rukazenkov 
Level: 2, State: Excluded 

Level 2, Form Full-Text Screening, -> EXCLUDE - REVIEW 

Refid: 110, Sunitinib in Advanced Renal Cell Carcinoma: Clinical Evidence 
J. Bellmunt 
Level: 2, State: Excluded 
 
Refid: 231, Disparities at presentation, diagnosis, treatment, and survival in African American 
men, affected by prostate cancer 
G. Chornokur, K. Dalton, M. E. Borysova and N. B. Kumar 
Level: 2, State: Excluded 
 
Refid: 275, Targeted therapy for advanced renal cell carcinoma 
C. Coppin, L. Le, F. Porzsolt and T. Wilt 
Level: 2, State: Excluded 
 
Refid: 308, Temozolomide: A review of its use in the treatment of malignant gliomas, malignant 
melanoma and other advanced cancers 
M. J. M. Darkes, G. L. Plosker and B. Jarvis 
Level: 2, State: Excluded 
 
Refid: 347, Erlotinib monotherapy for the maintenance treatment of non-small cell lung cancer 
after previous platinum-containing chemotherapy: A NICE single technology appraisal 
R. Dickson, A. Bagust, A. Boland, M. Blundell, H. Davis, Y. Dundar, J. Hockenhull, C. Martin 
Saborido, J. Oyee and V. S. Ramani 
Level: 2, State: Excluded 
 
Refid: 984, The European Medicines Agency review of pazopanib for the treatment of advanced 
renal cell carcinoma: Summary of the scientific assessment of the Committee for Medicinal 
Products for Human Use 
M. Nieto, J. Borregaard, J. Ersboll, G. J. A. Ten Bosch, B. Van Zwieten-Boot, E. Abadie, J. H. 
M. Schellens and F. Pignatti 
Level: 2, State: Excluded 
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Refid: 1043, Panitumumab in Combination With Cytotoxic Chemotherapy for the Treatment of 
Metastatic Colorectal Carcinoma 
M. Peeters, A. Cohn, C. H. Kohne and J. Y. Douillard 
Level: 2, State: Excluded 
 
Refid: 1145, Cetuximab in metastatic or recurrent head and neck cancer: the EXTREME trial 
F. Rivera, A. Garcia-Castano, N. Vega, M. E. Vega-Villegas and L. Gutierrez-Sanz 
Level: 2, State: Excluded 
 
Refid: 1437, Panitumumab: in metastatic colorectal cancer with wild-type KRAS 
J. Weber and P. L. McCormack 
Level: 2, State: Excluded 
 
Refid: 1449, Bevacizumab in combination with fluoropyrimidine-based chemotherapy for the 
first-line treatment of metastatic colorectal cancer 
S. Whyte, A. Pandor, M. Stevenson and A. Rees 
Level: 2, State: Excluded 

Level 2, Form Full-Text Screening, -> EXCLUDE - 
CONFERENCE PRESENTATION 

Refid: 1208, Do hope, optimism and other psychological factors predict survival in patients with 
metastatic colorectal cancer? 
P. Schofield, M. Stockler, D. Zannino, N. Wong, D. Ransom, E. Moylan, J. Simes, T. Price, N. 
Tebbutt and M. Jefford 
Level: 2, State: Excluded 

Level 2, Form Full-Text Screening, Does this study utilize one 
or more validated PRO/QoL tools to measure the PRO/QoL 
outcome(s) reported?... -> No-EXCLUDE 

Refid: 24, Randomized trial of pegylated liposomal doxorubicin (PLD) plus carboplatin versus 
carboplatin in platinum-sensitive (PS) patients with recurrent epithelial ovarian or peritoneal 
carcinoma after failure of initial platinum-based chemotherapy (Southwest Oncology Group 
Protocol S0200) 
D. S. Alberts, P. Y. Liu, S. P. Wilczynski, M. C. Clouser, A. M. Lopez, D. P. Michelin, V. J. 
Lanzotti and M. Markman 
Level: 2, State: Excluded 
 
Refid: 35, Lapatinib and HER2 status: results of a meta-analysis of randomized phase III trials in 
metastatic breast cancer 
E. Amir, A. Ocana, B. Seruga, O. Freedman and M. Clemons 
Level: 2, State: Excluded 
 
Refid: 131, Randomized study of Lapatinib alone or in combination with trastuzumab in women 
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with ErbB2-positive, trastuzumab-refractory metastatic breast cancer 
K. L. Blackwell, H. J. Burstein, A. M. Storniolo, H. Rugo, G. Sledge, M. Koehler, C. Ellis, M. 
Casey, S. Vukelja, J. Bischoff, J. Baselga and J. O'Shaughnessy 
Level: 2, State: Excluded 
 
Refid: 252, Quality-of-life-adjusted survival comparison of sustained-release cytosine 
arabinoside versus intrathecal methotrexate for treatment of solid tumor neoplastic meningitis 
B. F. Cole, M. J. Glantz, K. A. Jaeckle, M. C. Chamberlain and J. I. Mackowiak 
Level: 2, State: Excluded 
 
Refid: 384, Predictors of response to sequential sunitinib and the impact of prior VEGF-targeted 
drug washout in patients with metastatic clear-cell renal cell carcinoma 
A. A. Elfiky, D. C. Cho, D. F. McDermott, J. E. Rosenberg, B. Fortner, L. Antras, K. Chen, M. 
Sheng Duh, S. S. Jayawant, W. K. Oh, M. B. Atkins and T. K. Choueiri 
Level: 2, State: Excluded 
 
Refid: 453, Bevacizumab in combination with metronomic chemotherapy in patients with 
anthracycline- and taxane-refractory breast cancer 
J. A. Garcia-Saenz, M. Martin, A. Calles, C. Bueno, L. Rodriguez, J. Bobokova, A. Custodio, A. 
Casado and E. Diaz-Rubio 
Level: 2, State: Excluded 
 
Refid: 484, U.S. Food and Drug Administration approval: panitumumab for epidermal growth 
factor receptor-expressing metastatic colorectal carcinoma with progression following 
fluoropyrimidine-, oxaliplatin-, and irinotecan-containing chemotherapy regimens 
R. M. Giusti, K. Shastri, A. M. Pilaro, C. Fuchs, R. Cordoba-Rodriguez, K. Koti, M. Rothmann, 
A. Y. Men, H. Zhao, M. Hughes, P. Keegan, K. D. Weiss and R. Pazdur 
Level: 2, State: Excluded 
 
Refid: 485, FDA drug approval summary: panitumumab (Vectibix) 
R. M. Giusti, K. A. Shastri, M. H. Cohen, P. Keegan and R. Pazdur 
Level: 2, State: Excluded 
 
Refid: 529, Efficacy and safety of bevacizumab plus chemotherapy in Chinese patients with 
metastatic colorectal cancer: a randomized phase III ARTIST trial 
Z. Z. Guan, J. M. Xu, R. C. Luo, F. Y. Feng, L. W. Wang, L. Shen, S. Y. Yu, Y. Ba, J. Liang, D. 
Wang, S. K. Qin, J. J. Wang, J. He, C. Qi and R. H. Xu 
Level: 2, State: Excluded 
 
Refid: 571, A randomized phase IIIB trial of chemotherapy, bevacizumab, and panitumumab 
compared with chemotherapy and bevacizumab alone for metastatic colorectal cancer 
J. R. Hecht, E. Mitchell, T. Chidiac, C. Scroggin, C. Hagenstad, D. Spigel, J. Marshall, A. Cohn, 
D. McCollum, P. Stella, R. Deeter, S. Shahin and R. G. Amado 
Level: 2, State: Excluded 
 
Refid: 575, Second-line erlotinib in patients with advanced non-small-cell lung cancer: Subgroup 
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analyses from the TRUST study 
D. F. Heigener, Y. L. Wu, N. van Zandwijk, P. Mali, K. Horwood and M. Reck 
Level: 2, State: Excluded 
 
Refid: 629, Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal 
cancer 
H. Hurwitz, L. Fehrenbacher, W. Novotny, T. Cartwright, J. Hainsworth, W. Heim, J. Berlin, A. 
Baron, S. Griffing, E. Holmgren, N. Ferrara, G. Fyfe, B. Rogers, R. Ross and F. Kabbinavar 
Level: 2, State: Excluded 
 
Refid: 630, The clinical benefit of bevacizumab in metastatic colorectal cancer is independent of 
K-ras mutation status: analysis of a phase III study of bevacizumab with chemotherapy in 
previously untreated metastatic colorectal cancer 
H. I. Hurwitz, J. Yi, W. Ince, W. F. Novotny and O. Rosen 
Level: 2, State: Excluded 
 
Refid: 637, Clinical outcome of panitumumab for metastatic colorectal cancer with wild-type 
KRAS status: a meta-analysis of randomized clinical trials 
E. M. Ibrahim and K. M. Abouelkhair 
Level: 2, State: Excluded 
 
Refid: 643, Quality-adjusted survival in a crossover trial of letrozole versus tamoxifen in 
postmenopausal women with advanced breast cancer 
W. Irish, B. Sherrill, B. Cole, C. Gard, G. A. Glendenning and H. Mouridsen 
Level: 2, State: Excluded 
 
Refid: 666, Approval summary for erlotinib for treatment of patients with locally advanced or 
metastatic non-small cell lung cancer after failure of at least one prior chemotherapy regimen 
J. R. Johnson, M. Cohen, R. Sridhara, Y. F. Chen, G. M. Williams, J. Duan, J. Gobburu, B. 
Booth, K. Benson, J. Leighton, L. S. Hsieh, N. Chidambaram, P. Zimmerman and R. Pazdur 
Level: 2, State: Excluded 
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