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First-Line Gefitinib in Patients With Advanced Non–Small-Cell Lung Cancer Harboring Somatic EGFR Mutations
Lecia V. Sequist, Renato G. Martins, David Spigel, et al pp 2442-2449
Purpose: Somatic mutations in the epidermal growth factor receptor (EGFR) correlate with increased response in patients with non–small-cell lung
cancer (NSCLC) treated with EGFR tyrosine kinase inhibitors (TKIs). The multicenter iTARGET trial prospectively examined first-line gefitinib in
advanced NSCLC patients harboring EGFR mutations and explored the significance of EGFR mutation subtypes and TKI resistance mechanisms.

Patients and Methods: Chemotherapy-naı̈ve patients with advanced NSCLC with � 1 clinical characteristic associated with EGFR mutations
underwent direct DNA sequencing of tumor tissue EGFR exons 18 to 21. Patients found to harbor any EGFR mutation were treated with gefitinib
250 mg/d until progression or unacceptable toxicity. The primary outcome was response rate.

Results: Ninety-eight patients underwent EGFR screening and mutations were detected in 34 (35%). EGFR mutations were primarily exon 19
deletions (53%) and L858R (26%) though 21% of mutation-positive cases had less common subtypes including exon 20 insertions,
T790M/L858R, G719A, and L861Q. Thirty-one patients received gefitinib. The response rate was 55% (95% CI, 33 to 70) and median
progression-free survival was 9.2 months (95% CI, 6.2 to 11.8). Therapy was well tolerated; 13% of patients had grade 3 toxicities including one
grade 3 pneumonitis. Two patients with classic activating mutations exhibited de novo gefitinib resistance and had concurrent genetic anomalies
usually associated with acquired TKI resistance, specifically the T790M EGFR mutation and MET amplification.

Conclusion: First-line therapy with gefitinib administered in a genotype-directed fashion to patients with advanced NSCLC harboring EGFR
mutations results in very favorable clinical outcomes with good tolerance. This strategy should be compared with combination chemotherapy,
the current standard of care.
J Clin Oncol 26:2442-2449. © 2008 by American Society of Clinical Oncology

■ ■ ■

Phase III Trial of Maintenance Gefitinib or Placebo After Concurrent Chemoradiotherapy and Docetaxel Consolidation
in Inoperable Stage III Non–Small-Cell Lung Cancer: SWOG S0023 . . . Karen Kelly, Kari Chansky, Laurie E. Gaspar, et al
pp 2450-2456
Purpose: Early clinical studies with gefitinib showed promising efficacy and mild toxicity in patients with advanced non–small-cell lung cancer
(NSCLC). Thus, gefitinib was an ideal agent to evaluate in a maintenance setting in stage III disease.

Patients and Methods: Untreated patients with stage III NSCLC, a performance score of 0 to 1, and adequate organ function were eligible. All
patients received cisplatin 50 mg/m2 on days 1 and 8 plus etoposide 50 mg/m2 on days 1 to 5, every 28 days for two cycles with concurrent
thoracic radiation (1.8- to 2-Gy fractions per day; total dose, 61 Gy) followed by three cycles of docetaxel 75 mg/m2. Patients whose disease did
not progress were randomly assigned to gefitinib 250 mg/d or placebo until disease progression, intolerable toxicity, or the end of 5 years. The
planned sample size was 672 patients to confer power of 0.89 to detect a 33% increase over the expected median survival time of 21 months
(one-sided P � .025, log-rank test). Random assignment was stratified by stage, histology, and measurable versus nonmeasurable disease.

Results: Enrollment began in July 2001. An unplanned interim analysis conducted in April 2005 rejected the alternative hypothesis of improved
survival at the P � .0015 level for 243 randomly assigned patients. The study closed, and preliminary results were reported. Now, with a median
follow-up time of 27 months, median survival time was 23 months for gefitinib (n � 118) and 35 months for placebo (n � 125; two-sided
P � .013). The toxic death rate was 2% with gefitinib compared with 0% for placebo.

Conclusion: In this unselected population, gefitinib did not improve survival. Decreased survival was a result of tumor progression and not
gefitinib toxicity.
J Clin Oncol 26:2450-2456. © 2008 by American Society of Clinical Oncology

■ ■ ■

Randomized Phase II Trial of Induction Chemotherapy Followed by Concurrent Chemotherapy and Dose-Escalated
Thoracic Conformal Radiotherapy (74 Gy) in Stage III Non–Small-Cell Lung Cancer: CALGB 30105 . . . Mark A. Socinski,

A. William Blackstock, Jeffrey A. Bogart, et al pp 2457-2463
Purpose: To evaluate 74 Gy thoracic radiation therapy (TRT) with induction and concurrent chemotherapy in stage IIIA/B non–small-cell lung
cancer (NSCLC).

Patients and Methods: Patients with stage IIIA/B NSCLC were randomly assigned to induction chemotherapy with either carboplatin (area under
the curve [AUC], 6; days 1 and 22) with paclitaxel (225 mg/m2; days 1 and 22; arm A) or carboplatin (AUC, 5; days 1 and 22) with gemcitabine
(1,000 mg/m2; days 1, 8, 22, and 29; arm B). On day 43, arm A received weekly carboplatin (AUC, 2) and paclitaxel (45 mg/m2) while arm B
received biweekly gemcitabine (35 mg/m2) both delivered concurrently with 74 Gy of TRT utilizing three-dimensional treatment planning. The
primary end point was survival at 18 months.

Results: Forty-three and 26 patients were accrued to arms A and B, respectively. Arm B was closed prematurely due to a high rate of grade 4
to 5 pulmonary toxicity. The overall response rate was 66.6% (95% CI, 50.5% to 80.4%) and 69.2% (95% CI, 48.2% to 85.7%) on arm A and
B, respectively. The median survival time (MST) and 1-year survival rate was 24.3 months (95% CI, 12.3 to 36.4) and 66.7% (95% CI, 50.3 to
78.7) and 12.5 months (95% CI, 9.4 to 27.6) and 50.0% (95% CI, 29.9 to 67.2) for arms A and B, respectively. The primary toxicities included
esophagitis, pulmonary, and fatigue.

Conclusion: Arm A reached the primary end point with an estimated MST longer than 18 months and will be compared with a standard dose of
TRT in a planned randomized phase III trial in the United States cooperative groups.
J Clin Oncol 26:2457-2463. © 2008 by American Society of Clinical Oncology
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Sleep/Wake Patterns of Individuals With Advanced Cancer Measured by Ambulatory Polysomnography
Kathy P. Parker, Donald L. Bliwise, Maria Ribeiro, et al pp 2464-2472
Purpose: Sleep/wake disturbances are prevalent in patients with advanced cancer, but 24-hour polysomnography (PSG) examinations of these
patterns have not been undertaken. The purpose of this study was to describe these sleep/wake patterns using continuous PSG and to explore
relationships with selected demographic and clinical variables.

Patients and Methods: The sample included patients with advanced cancer (solid tumors); those with neurologic disorders or psychosis, substance
abuse, or brain metastasis were excluded. The final sample included 114 participants with a mean age of 51.1 years (� 9.1 years). Participants
underwent continuous, ambulatory PSG for 42 hours in their home environments. Standard PSG measures were calculated. Analysis included
data from 2 nights and the intervening day. Descriptive statistics were used to summarize sleep/wake parameters of the average of the 2 nights
and the intervening day. Nonparametric analyses were used to detect differences and relationships among the variables.

Results: Compared with normative data, participants had reduced quantity and quality of nocturnal sleep and episodes of sleep scattered
throughout the day. Increased daytime sleep was negatively associated with several key parameters of nocturnal sleep quantity and quality.
Women, whites, and those who were married/partnered and had more education had better nocturnal sleep. Cancer type and selected
medications may be risk factors for disturbed sleep and waking.

Conclusion: Participants experienced severe difficulty with “state maintenance”, or the ability to maintain both the sleep and waking states.
Research designed to identify the etiology of these problems is needed to develop effective interventions.
J Clin Oncol 26:2464-2472. © 2008 by American Society of Clinical Oncology

■ ■ ■

Estrogen- and Progesterone-Receptor Status in ECOG 2197: Comparison of Immunohistochemistry by Local and
Central Laboratories and Quantitative Reverse Transcription Polymerase Chain Reaction by Central Laboratory
Sunil S. Badve, Frederick L. Baehner, Robert P. Gray, et al pp 2473-2481
Purpose: Central and local laboratory concordance for hormone receptor measurement is therapeutically important. This study compares estrogen
receptor (ER) and progesterone receptor (PR) measured by local laboratory immunohistochemistry (IHC), central IHC, and central reverse-
transcriptase polymerase chain reaction (RT-PCR) using a proprietary 21-gene assay.

Methods: A case-control sample of 776 breast cancer patients from Eastern Cooperative Oncology Group (ECOG) study E2197 was evaluated.
Central IHC Allred score for ER and PR was obtained using tissue microarrays and 1D5 ER antibody and 636 PR antibody. Quantitative RT-PCR
for ER and PR in whole sections was performed using the 21-gene assay.

Results: For ER, the concordance between local and central IHC was 90% (95% CI, 88% to 92%), between local IHC and central RT-PCR was
91% (95% CI, 89% to 93%), and between central IHC and central RT-PCR was 93% (95% CI, 91% to 95%). For PR, the concordance between
local IHC and central IHC was 84% (95% CI, 82% to 87%), between local IHC and central RT-PCR was 88% (95% CI, 85% to 90%), and between
central IHC and central RT-PCR was 90% (95% CI, 88% to 92%). Although concordance was high, IHC ER-negative cases that were RT-PCR
positive were more common than IHC ER-positive cases that were RT-PCR negative. In ER-positive patients, ER expression by central IHC Allred
score was marginally associated with recurrence (P � .091), and ER expression by central RT-PCR was significantly associated with recurrence
(P � .014). However, recurrence score, which incorporates additional genes/pathways, was a highly significant predictor of recurrence
(P � .0001).

Conclusion: There is a high degree of concordance among local IHC, central IHC, and central RT-PCR by the proprietary gene assay for ER and
PR status. Although ER expression is marginally associated with relapse in ER-positive patients treated with chemohormonal therapy, recurrence
score is a highly significant predictor of recurrence.
J Clin Oncol 26:2473-2481. © 2008 by American Society of Clinical Oncology

■ ■ ■

Mammography Before Diagnosis Among Women Age 80 Years and Older With Breast Cancer . . . Brian D. Badgwell,
Sharon H. Giordano, Zhigang Z. Duan, et al pp 2482-2488
Purpose: Screening mammography guidelines for patients age 80 years and older are variable. We determined the effect of mammography use
on stage at breast cancer diagnosis and survival among women of this age range.

Patients and Methods: We used the linked Surveillance, Epidemiology, and End Results–Medicare database to evaluate 12,358 women � 80 years
of age diagnosed with breast cancer between 1996 and 2002. Patients were grouped according to number of mammograms during the 60
months before diagnosis: nonusers (0 mammograms), irregular users (one to two mammograms), and regular users (three or more
mammograms). Effects of mammography on disease stage (I to IIa v IIb to IV) and survival were determined by logistic regression and Cox
proportional hazards analyses.

Results: Percentages of women with nonuse, irregular use, and regular use of mammography during the 5 years preceding diagnosis were 49%,
29%, and 22%, respectively. On multivariate analysis, patients were 0.37 times less likely to present with late-stage cancer for each
mammogram obtained (odds ratio, 0.63; 95% CI, 0.63 to 0.67). Breast cancer–specific 5-year survival among nonusers was 82%, that among
irregular users was 88%, and that among regular users was 94%. However, survival from causes other than breast cancer was also associated
with mammography use, suggesting a bias for healthier patients to undergo mammography.

Conclusion: Regular mammography among women � 80 years of age was associated with earlier disease stage, although improved survival
remains difficult to demonstrate. Health care providers should consider discussing the potential benefits of screening mammography with their
older patients, particularly for those without significant comorbidity.
J Clin Oncol 26:2482-2488. © 2008 by American Society of Clinical Oncology
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Phase II Study of Palifermin and Concurrent Chemoradiation in Head and Neck Squamous Cell Carcinoma
David M. Brizel, Barbara A. Murphy, David I. Rosenthal, et al pp 2489-2496
Purpose: Acute mucositis is a dose-limiting toxicity of concurrent chemoradiotherapy regimens for locally advanced head and neck cancer.
Palifermin (a recombinant human keratinocyte growth factor; �N23-KGF) stimulates the proliferation and differentiation of mucosal epithelium
to reduce mucositis in patients receiving intensive therapy for hematologic cancers. This study assessed the efficacy and safety of palifermin
in patients receiving concurrent chemoradiotherapy for advanced head and neck squamous cell carcinoma.

Patients and Methods: In a phase II trial, standard radiotherapy was delivered in daily 2-Gy fractions to 70 Gy, or hyperfractionated radiotherapy
was delivered in 1.25-Gy fractions twice daily to 72 Gy, over 7 weeks. Chemotherapy included cisplatin 20 mg/m2 for 4 days and
continuous-infusion fluorouracil 1,000 mg/m2/d for 4 days on weeks 1 and 5 of irradiation. Patients were randomly assigned 2:1 to palifermin 60
�g/kg or placebo once weekly for 10 doses. A follow-up trial evaluated long-term survival.

Results: Sixty-seven patients received palifermin and 32 received placebo. The median duration of grade � 2 mucositis was 6.5 and 8.1 weeks
in the palifermin and placebo groups, respectively (P � .157). Palifermin appeared to reduce mucositis, dysphagia, and xerostomia during
hyperfractionated radiotherapy (n � 40) but not standard radiation therapy (n � 59). Adverse events were similar between treatment groups.
Palifermin did not alter tumor response or survival.

Conclusion: Ten once-weekly doses of palifermin at 60 �g/kg were well tolerated. Most patients completed treatment, but palifermin did not
reduce the morbidity of concurrent chemotherapy and radiotherapy. Future studies should evaluate higher palifermin doses with longer and more
standardized assessment of acute mucositis.
J Clin Oncol 26:2489-2496. © 2008 by American Society of Clinical Oncology

■ ■ ■

Ten-Year Follow-Up of Radiation Therapy Oncology Group Protocol 92-02: A Phase III Trial of the Duration of
Elective Androgen Deprivation in Locally Advanced Prostate Cancer . . .Eric M. Horwitz, Kyounghwa Bae, Gerald E. Hanks, et al
pp 2497-2504
Purpose: To determine whether adding 2 years of androgen-deprivation therapy (ADT) improved outcome for patients electively treated with ADT
before and during radiation therapy (RT).

Patients and Methods: Prostate cancer patients with T2c-T4 prostate cancer with no extra pelvic lymph node involvement and prostate-specific
antigen (PSA) less than 150 ng/mL were included. All patients received 4 months of goserelin and flutamide before and during RT. They were
randomized to no further ADT (short-term ADT [STAD] � RT) or 24 months of goserelin (long-term ADT [LTAD] � RT). A total of 1,554 patients
were entered. RT was 45 Gy to the pelvic nodes and 65 to 70 Gy to the prostate. Median follow-up of all survival patients is 11.31 and 11.27
years for the two arms.

Results: At 10 years, the LTAD � RT group showed significant improvement over the STAD � RT group for all end points except overall survival:
disease-free survival (13.2% v 22.5%; P � .0001), disease-specific survival (83.9% v 88.7%; P � .0042), local progression (22.2% v 12.3%;
P � .0001), distant metastasis (22.8% v 14.8%; P � .0001), biochemical failure (68.1% v 51.9%; P � .0001), and overall survival (51.6% v 53.9%,
P � .36). One subgroup analyzed consisted of all cancers with a Gleason score of 8 to 10 cancers. An overall survival difference was observed
(31.9% v 45.1%; P � .0061), as well as in all other end points herein.

Conclusion: LTAD as delivered in this study for the treatment of locally advanced prostate cancer is superior to STAD for all end points except
survival. A survival advantage for LTAD � RT in the treatment of locally advanced tumors with a Gleason score of 8 to 10 suggests that this
should be the standard of treatment for these high-risk patients.
J Clin Oncol 26:2497-2504. © 2008 by American Society of Clinical Oncology

■ ■ ■

Factors Affecting Response and Survival in Patients With Myelodysplasia Treated With Immunosuppressive Therapy
Elaine M. Sloand, Colin O. Wu, Peter Greenberg, et al pp 2505-2511
Purpose: Marrow failure in some patients with myelodysplastic syndrome (MDS) responds to immunosuppressive treatment (IST), but long-term
outcome after IST has not been described. We evaluated patients with MDS treated with IST at our institution to determine their clinical course
compared with a comparable supportive care only group.

Patients and Methods: One hundred twenty-nine patients with MDS received IST with a median follow-up of 3.0 years (range, 0.03 to 11.3 years),
using antithymocyte globulin (ATG) or cyclosporine (CsA) in combination or singly. Variables affecting response and survival were studied and
outcomes were compared with those of 816 patients with MDS reported to the International Myelodysplasia Risk Analysis Workshop (IMRAW)
who received only supportive care.

Results: Thirty-nine (30%) of 129 patients receiving IST responded either completely or partially: 18 (24%) of 74 patients responded to ATG, 20
(48%) of 42 patients responded to ATG plus CsA, and one (8%) of 13 patients responded to CsA. Thirty-one percent (12 of 39) of the responses
were complete, resulting in transfusion independence and near-normal blood counts. In multivariate analysis, younger age was the most
significant factor favoring response to therapy. Other favorable factors affecting response were HLA-DR15 positivity and combination ATG plus
CsA treatment (P � .001 and P � .048, respectively). In multivariate analysis of the combined IMRAW and IST cohorts, younger age, treatment
with IST, and intermediate or low International Prognostic Scoring System score significantly favored survival.

Conclusion: IST produced significant improvement in the pancytopenia of a substantial proportion of patients with MDS and was associated with
improved overall and progression-free survival, especially in younger individuals with lower-risk disease.
J Clin Oncol 26:2505-2511. © 2008 by American Society of Clinical Oncology
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Intensive Chemotherapy Followed by Hematopoietic Stem-Cell Rescue for Refractory and Recurrent Primary CNS and
Intraocular Lymphoma: Société Française de Greffe de Moëlle Osseuse-Thérapie Cellulaire . . . Carole Soussain,
Khê Hoang-Xuan, Luc Taillandier, et al pp 2512-2518
Purpose: The prognosis of relapsing primary CNS lymphoma (PCNSL) is poor. We report the results of a prospective multicenter trial of intensive
chemotherapy followed by autologous hematopoietic stem-cell rescue (IC � HCR) in immunocompetent adult patients with PCNSL or intraocular
lymphoma (IOL) after failure of high-dose methotrexate-based treatment.

Patients and Methods: Salvage treatment consisted of two cycles of high-dose cytarabine and etoposide (CYVE). Intensive chemotherapy
combined thiotepa, busulfan, and cyclophosphamide. Forty-three patients (median age, 52 years; range, 23 to 65 years) were included, with
relapse (n � 22), refractory disease (n � 17), or a partial response to first-line treatment (n � 4). The response to CYVE was not assessable in
three cases because of treatment-related death. Twenty patients (47%) were chemosensitive to CYVE: 15 of them proceeded to IC � HCR. IC
� HCR was also administered to 12 patients who did not respond to CYVE. All but one of the 27 patients who underwent IC � HCR entered
complete remission.

Results: With a median follow-up of 36 months, the median overall survival was 18.3 months in the overall population, and 58.6 months among
patients who completed IC � HCR. The respective median progression-free survival (PFS) times after IC � HCR were 11.6 and 41.1 months.
The 2-year overall survival probability was 45% in the whole population and 69% among the 27 patients who received IC � HCR. The 2-year PFS
probability was 43% among all the patients and 58% in the IC � HCR subpopulation.

Conclusion: IC � HCR is an effective treatment for refractory and recurrent PCNSL.
J Clin Oncol 26:2512-2518. © 2008 by American Society of Clinical Oncology

■ ■ ■

Higher Doses of Lenalidomide Are Associated With Unacceptable Toxicity Including Life-Threatening Tumor Flare in
Patients With Chronic Lymphocytic Leukemia . . . Leslie A. Andritsos, Amy J. Johnson, Gerard Lozanski, et al pp 2519-2525

Purpose: Lenalidomide is a novel therapeutic agent with uncertain mechanism of action that is clinically active in myelodysplastic syndrome (MDS)
and multiple myeloma (MM). Application of high (MM) and low (MDS) doses of lenalidomide has been reported to have clinical activity in CLL.
Herein, we highlight life-threatening tumor flare when higher doses of lenalidomide are administered to patients with CLL and provide a potential
mechanism for its occurrence.

Patients and Methods: Four patients with relapsed CLL were treated with lenalidomide (25 mg/d for 21 days of a 28-day cycle). Serious adverse
events including tumor flare and tumor lysis are summarized. In vitro studies examining drug-induced apoptosis and activation of CLL cells were
also performed.

Results: Four consecutive patients were treated with lenalidomide; all had serious adverse events. Tumor flare was observed in three patients
and was characterized by dramatic and painful lymph node enlargement resulting in hospitalization of two patients, with one fatal outcome.
Another patient developed sepsis and renal failure. In vitro studies demonstrated lenalidomide-induced B-cell activation (upregulation of CD40
and CD86) corresponding to degree of tumor flare, possibly explaining the tumor flare observation.

Conclusion: Lenalidomide administered at 25 mg/d in relapsed CLL is associated with unacceptable toxicity; the rapid onset and adverse clinical
effects of tumor flare represent a significant limitation of lenalidomide use in CLL at this dose. Drug-associated B-cell activation may contribute
to this adverse event. Future studies with lenalidomide in CLL should focus on understanding this toxicity, investigating patients at risk, and
investigating alternative safer dosing schedules.
J Clin Oncol 26:2519-2525. © 2008 by American Society of Clinical Oncology

■ ■ ■

Prospective Phase II Trial of Neoadjuvant Chemotherapy With Gemcitabine and Cisplatin for Resectable
Adenocarcinoma of the Pancreatic Head . . . Stefan Heinrich, Bernhard C. Pestalozzi, Markus Schäfer, et al pp 2526-2531

Purpose: To test the safety of neoadjuvant chemotherapy for resectable pancreatic cancer.

Patients and Methods: Patients with cytologically proven resectable adenocarcinoma of the pancreatic head were eligible for this prospective
phase II trial. After confirmation of resectability by contrast-enhanced computed tomography (ceCT), positron emission tomography/CT,
laparoscopy, and endoscopic ultrasound, patients received four biweekly cycles of gemcitabine 1,000 mg/m2 and cisplatin 50 mg/m2. Thereafter,
staging was repeated and patients underwent surgery. Quality of life (QoL) and prealbumin serum levels were determined pre- and
postchemotherapy. Follow-up included 3-month CA 19-9 measurements and ceCT after 6, 12, 18, and 24 months. Histologic tumor response
was assessed by two scoring systems.

Results: Twenty-eight patients entered this study. Adverse effects were mainly gastrointestinal and hematologic, most often mild, and never of
grade 4. Twenty-six patients (93%) had resectable cancer on restaging examinations, and the R0 resection rate was 80%. Histologic tumor
response and cytopathic effects were documented in 54% and 83% of patients, respectively. On intention-to-treat analysis, disease-free and
overall survival were 9.2 months (95% CI, 5.6 to 12.9 months) and 26.5 months (95% CI, 11.4 to 41.5 months) and 9 months (95% CI, 6.99 to
10.1 months) and 19.1 months (95% CI, 15 to 23.1 months) for ductal adenocarcinoma, respectively. QoL improved in two items and was
unchanged in all other items. Moreover, prealbumin serum levels significantly improved during chemotherapy (P � .008).

Conclusion: Neoadjuvant chemotherapy with gemcitabine and cisplatin is well tolerated and does not impair resectability of pancreatic cancer.
Furthermore, it improves the QoL and the nutritional status of affected patients with favorable overall and disease-free survival.
J Clin Oncol 26:2526-2531. © 2008 by American Society of Clinical Oncology
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Adjuvant Chemotherapy for Stage III Colon Cancer: Do Physicians Agree About the Importance of Patient Age
and Comorbidity? . . . Nancy L. Keating, Mary Beth Landrum, Carrie N. Klabunde, et al pp 2532-2537

Purpose: We surveyed cancer physicians to understand how patients’ age and comorbidity influence adjuvant chemotherapy recommendations
and whether physician or practice characteristics also affect these recommendations.

Methods: National survey of surgeons and medical oncologists caring for patients with colorectal cancer regarding whether they would
recommend adjuvant chemotherapy for hypothetical patients with stage III colon cancer who varied by age (55 v 80 years) and comorbid illness
(none, moderate, severe congestive heart failure [CHF]). Repeated measures logistic regression was used to assess the influence of patient,
physician, and practice characteristics on chemotherapy recommendations.

Results: Of 1,096 physicians, nearly all recommended chemotherapy for patients who were 55 years old with no comorbidity (99.0%), 55-years
old with moderate CHF (88.6%), or 80 years old with no comorbidity (92.6%); many fewer recommended chemotherapy for 55-year-old patients
with severe CHF (24.9%) or 80-year-old patients with moderate (47.2%) or severe (9.0%) CHF (P � .001). Younger physicians (P � .001) were
more likely than others to recommend adjuvant chemotherapy overall, although physician factors explained little of the variability in recommen-
dations.

Conclusion: Physicians agree with guidelines recommending adjuvant chemotherapy for young, healthy patients with stage III colon cancer but
differ widely on recommendations for patients who are older and sicker. Few physician or practice characteristics were associated with
recommendations. For older and sicker patients, the individual physicians seen may have a substantial impact on the likelihood of receiving
chemotherapy. Understanding better the sources of variation not explained by patients’ clinical characteristics may allow improved tailoring of
therapy to patients most likely to benefit.
J Clin Oncol 26:2532-2537. © 2008 by American Society of Clinical Oncology

■ ■ ■

Assessing 2-Month Clinical Prognosis in Hospitalized Patients With Advanced Solid Tumors . . . Anne-Claire Barbot,
Pascale Mussault, Pierre Ingrand, et al pp 2538-2543
Purpose: The aim of this study was to assess clinical, laboratory, and subjective (patient’s preferences) prognostic factors in hospitalized patients
with advanced solid tumors.

Patients and Methods: This prospective study surveyed 177 patients from two French hospitals who had not reached the stage of active dying
but had an estimated survival of less than 6 months (median survival, 58 days).

Results: Univariate analysis showed that 10 of the 13 clinical and laboratory factors reported in the literature affected survival at 2 months. Poor
prognostic factors were number of metastatic sites, cerebral metastasis, low Karnofsky index, dyspnea at rest, anorexia, edema, confusion, low
serum albumin, extremely high leukocyte counts, and high lactate dehydrogenase (LDH) levels. The patient’s desire to continue curative
treatment was also associated with survival. The multivariate analysis selected four independent criteria: Karnofsky index (in three classes:
� 30%, 40% to 60%, or � 70%), number of metastatic sites (� two or � two), low serum albumin (in three classes: � 24, 24 to 33, and
� 33 g/L), and LDH concentration (� 600 IU or � 600 IU). The combination of these four criteria assessed prognosis better than the Karnofsky
index alone, producing three prognostic profiles: one with short survival (� 2 months: no patient survived to 4 months); one with an expectation
of intermediate survival (25% were alive at 4 months), and a final group surviving for several months (80% were alive at 4 months).

Conclusion: The prognostic profiles defined by combinations of these four factors may be potentially useful but need further validation before their
application in the daily practice.
J Clin Oncol 26:2538-2543. © 2008 by American Society of Clinical Oncology

■ ■ ■

Pain Predicts Overall Survival in Men With Metastatic Castration-Refractory Prostate Cancer . . . Susan Halabi,
Nicholas J. Vogelzang, Alice B. Kornblith, et al pp 2544-2549
Purpose: Pain from castration-refractory prostate cancer (CRPC) bone metastases is a common event. Although it is assumed that pain represents
an adverse prognostic factor, this variable has not been extensively evaluated. The objective of this study was to determine whether men with
CRPC who had higher pain interference scores at baseline had worse clinical outcomes compared with men who had lower pain scores.

Patients and Methods: Data from three randomized phase III multicenter trials conducted by the Cancer and Leukemia Group B from 1992 to 1998
were combined. Eligible patients had progressive CRPC adenocarcinoma of the prostate, an Eastern Cooperative Oncology Group performance
status of 0 to 2, and adequate hematologic, renal, and hepatic functions. Seven items from the Brief Pain Inventory were used to assess the
impact of pain on a range of daily activities and quality of life, each rated on a scale from 0 to 10.

Results: In 599 men, the median pain interference scores was 17 (interquartile range, 4 to 34), and 38% of the men had opioid analgesic use at
baseline. There was a statistically significant association between pain interference scores and risk of death. The median survival times were
17.6 months (95% CI, 16.1 to 19.1 months) and 10.2 months (95% CI, 8.6 to 11.3 months; P � .001) in men with low (� 17) and high (� 17)
pain scores, respectively. Pain was inversely associated with likelihood of prostate-specific antigen decline, objective response, and time to
bone progression.

Conclusion: This analysis demonstrates that pain is a statistically significant predictor of overall survival in men with metastatic CRPC. These
results need to be validated prospectively in future phase III trials.
J Clin Oncol 26:2544-2549. © 2008 by American Society of Clinical Oncology
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HIV-Specific Differences in Outcome of Squamous Cell Carcinoma of the Anal Canal: A Multicentric Cohort Study of
HIV-Positive Patients Receiving Highly Active Antiretroviral Therapy . . . Christoph Oehler-Jänne, Florence Huguet,
Sawyna Provencher, et al pp 2550-2557
Purpose: To define clinical outcome after definitive chemoradiotherapy (CRT) of anal carcinoma in HIV-infected patients treated with highly active
antiretroviral therapy (HAART).

Patients and Methods: A multicentric cohort comparison of 40 HIV-positive patients with HAART and 81 HIV-negative patients treated with
radiotherapy (RT) or CRT was retrospectively performed. Local disease control (LC), relapse-free survival (RFS), overall survival (OS),
cancer-specific survival (CSS), toxicity, and prognostic factors were investigated.

Results: HIV-positive patients were younger (mean age, 48 v 62 years; P � .0005), predominantly male (93% v 25%; P � .0005), and with
early-stage (P � .06) and large-cell histology (90% v 67%; P � .005) disease. RT or CRT resulted in complete response in 92% (HIV positive)
and 96% (HIV negative) of cases. Five-year OS was 61% (95% CI, 44% to 78%) in HIV-positive and 65% (95% CI, 53% to 77%) in HIV-negative
patients (median follow-up, 36 months). Five-year LC was 38% (95% CI, 5% to 71%) in HIV-positive and 87% (95% CI, 79% to 95%) in
HIV-negative patients (P � .008) compromising CSS and sphincter preservation. Grade 3/4 acute skin (35% v 17% [HIV negative]; P � .04) and
hematologic (33% v 12% [HIV negative]; P � .08) toxicity together approximated 50% in HIV-positive patients. RFS in HIV-positive patients was
associated with RT dose (P � .08) and severe acute skin toxicity (P � .04).

Conclusion: Long-term LC and acute toxicity represent major clinical challenges in HIV-positive patients with anal carcinoma. Even if
fluoropyrimidine-based CRT is feasible and may result in similar response rates and OS as in HIV-negative patients, improved treatment
strategies with better long-term outcome are warranted.

J Clin Oncol 26:2550-2557. © 2008 by American Society of Clinical Oncology

■ ■ ■

Histologic Results of Para-Aortic Lymphadenectomy in Patients Treated for Stage IB2/II Cervical Cancer With Negative
[18F]Fluorodeoxyglucose Positron Emission Tomography Scans in the Para-Aortic Area . . . Mathias Boughanim,
Sophie Leboulleux, Annie Rey, et al pp 2558-2561
Purpose: Histologic results of complete para-aortic lymphadenectomy were studied in patients treated for stage IB2/II cervical carcinoma who had
no para-aortic uptake on [18F]fluorodeoxyglucose positron emission tomography combined with integrated computed tomography (FDG-PET/CT).

Patients and Methods: Patients were treated between 2004 and 2006 for stage IB2/II cervical cancer. Magnetic resonance imaging of the abdomen
and pelvis and FDG-PET/CT were initially performed. Patients with no para-aortic abnormalities were treated with external pelvic radiation therapy
and concomitant chemotherapy followed by utero-vaginal brachytherapy. Para-aortic lymphadenectomy was then performed. FDG-PET/CT
images were reviewed by two nuclear medicine specialists.

Results: Thirty-eight patients were studied. Three patients had histologically proven para-aortic involvement (metastatic nodes with capsular
rupture in the para-aortic area), leading to a negative predictive value of 92% for para-aortic nodal involvement.

Conclusion: In this study, three of 38 patients with no para-aortic uptake on [18F]FDG-PET/CT imaging had histologically proven para-aortic node
involvement. PET/CT imaging without histologic examination of the para-aortic area used to determine radiation therapy fields in stage IB2/II
cervical cancer would overlook 8% of patients with histologic para-aortic nodal involvement.
J Clin Oncol 26:2558-2561. © 2008 by American Society of Clinical Oncology

■ ■ ■

American Society of Clinical Oncology Statement on Minimum Standards and Exemplary Attributes of Clinical
Trial Sites . . . Robin Zon, Neal J. Meropol, Robert B. Catalano, et al pp 2562-2567

Purpose: To describe both minimum requirements for a site conducting quality clinical trials and attributes of an exemplary site.

Methods: Minimum requirements and exemplary attributes were selected based on literature review, prevailing regulatory requirements, and
consensus among a group of community and academic clinical researchers.

Results: To provide guidance to oncologists who wish to conduct patient-oriented research, recommendations are made to assist in the
development and implementation of high-quality research programs with the priority of protecting the welfare and rights of trial participants. A
quality research site complies with the International Conference on Harmonisation (ICH) Good Clinical Practice (GCP) guidelines, the accepted
international ethical and scientific quality standards for designing, conducting, recording, and reporting trials involving human participants.
Recognizing that many research sites conduct clinical trials in compliance with accepted GCP standards, supplemental attributes of an exemplary
research site that exceed the GCP criteria are also described. These attributes include diversification of clinical trial mix, high accrual activity,
participation in the trial development process, maintenance of high educational standards, quality assurance, multidisciplinary involvement in the
clinical trial process, and promotion of clinical trial awareness programs.

Conclusion: Meeting the minimum criteria ensures conduct of quality clinical trials; however, some sites may wish to incorporate value-added
attributes to exceed GCP compliance. These attributes are proposed as performance goals rather than requirements, recognizing that all sites
conducting research will not necessarily meet each attribute but may still conduct high-quality clinical trials.
J Clin Oncol 26:2562-2567. © 2008 by American Society of Clinical Oncology
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Basal-Like Breast Cancer: A Critical Review . . . Emad A. Rakha, Jorge S. Reis-Filho, and Ian O. Ellis pp 2568-2581

Recent gene expression profiling of breast cancer has identified specific subtypes with clinical, biologic, and therapeutic implications. The
basal-like group of tumors is characterized by an expression signature similar to that of the basal/myoepithelial cells of the breast and is reported
to have transcriptomic characteristics similar to those of tumors arising in BRCA1 germline mutation carriers. They are associated with
aggressive behavior and poor prognosis, and typically do not express hormone receptors or HER-2 (“triple-negative” phenotype). Therefore,
patients with basal-like cancers are unlikely to benefit from currently available targeted systemic therapy. Although basal-like tumors are
characterized by distinctive morphologic, genetic, immunophenotypic, and clinical features, neither an accepted consensus on routine clinical
identification and definition of this aggressive subtype of breast cancer nor a way of systematically classifying this complex group of tumors has
been described. Different definitions are, therefore, likely to produce variable and contradictory results that may hamper consistent identification
and development of treatment strategies for these tumors. In this review, we discuss definition, heterogeneity, morphologic spectrum, relation
to BRCA1, and clinical significance of this important class of breast cancer.
J Clin Oncol 26:2568-2581. © 2008 by American Society of Clinical Oncology
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Prostate Cancer Stem Cells: A New Target for Therapy
Norman J. Maitland and Anne T. Collins

Cancer Stem Cells in Head and Neck Squamous Cell Cancer
Mark E.P. Prince and Laurie E. Ailles

Survival of the Fittest: Cancer Stem Cells in Therapeutic Resistance and Angiogenesis
Christine E. Eyler and Jeremy N. Rich

Medulloblastoma Stem Cells
Xing Fan and Charles G. Eberhart

Mathematical Models of Cancer Stem Cells
Franziska Michor

Gastric Cancer Stem Cells
Shigeo Takaishi, Tomoyuki Okumura, and Timothy C. Wang

Cancer Stem Cells and the Ontogeny of Lung Cancer
Craig Douglas Peacock and David Neil Watkins

Melanoma Stem Cells: The Dark Seed of Melanoma
Meenhard Herlyn and Susan Zabierowski

Liver Cancer Stem Cells
Stewart Sell and Hyam Lerner Leffert

Multiple Myeloma Cancer Stem Cells
Carol A. Huff and William Matsui

Implications of the Cancer Stem Cell Hypothesis for Breast Cancer Prevention and Therapy
Madhuri Kakarala and Max S. Wicha

Pancreatic Cancer Stem Cells
Cheong J. Lee, Joseph Dosch, and Diane M. Simeone

Invincible But Not Invisible: Imaging Approaches Toward In Vivo Detection of Cancer Stem Cells
Lori Hart and Wafik El-Deiry

Stemness: Genomics Law Governs Clinical Behavior of Human Cancer: Implications for Decision Making in
Disease Management
Gennadi Glinsky

Chronic Myeloid Leukemia Stem Cells
Edward Kavalerchik, Daniel Goff, and Catriona Jamieson

Brain Tumor Stem Cells: Bringing Order to the Chaos of Brain Cancer
Peter Dirks

Human Colon Cancer Stem Cells: A New Paradigm in GI Oncology
Bruce Boman and Emina Huang

V O L U M E 2 6 • N U M B E R 1 7 • J U N E 1 0 , 2 0 0 8

JOURNAL OF CLINICAL ONCOLOGY
O f f i c i a l J o u r n a l o f t h e A m e r i c a n S o c i e t y o f C l i n i c a l O n c o l o g y

F O R T H C O M I N G R E P O R T S



MEETING/LOCATION DATES CONTACT

Weinstein Cardiovascular
Development Conference
Houston, Texas

May 15-18, 2008 www.mdanderson.org/conferences

Palliative Care Leadership
Center Training
Richmond, Virginia

May 19-20, 2008 http://www.capc.org/palliative-care-
leadership-initiative

First International Congress On
Nutrition and Cancer
Antalya, Turkey

May 19-23, 2008 www.nutritioncancer2008.org/

2008 ASCO Annual Meeting
Chicago, Illinois

May 30-June 3, 2008 http://www.asco.org/ASCO/Meetings/
Calendar�of�Events

10th International Conference on
Malignant Lymphoma
Lugano, Switzerland

June 4-7, 2008 www.lymphcon.ch/

Palliative Care Leadership
Center Training
San Francisco, California

June 5-6, 2008 http://www.capc.org/palliative-care-
leadership-initiative

3rd Annual European Congress:
Perspectives in Inflammatory
Bowel Diseases
Prague, Czech Republic

June 6-7, 2008 meetings@imedex.com

Palliative Care Leadership
Center Training
Lexington, Kentucky

June 11-13, 2008 http://www.capc.org/palliative-care-
leadership-initiative

2008 Toronto Breast
Cancer Symposium
Toronto, Ontario

June 12-13, 2008 www.cme.utoronto.ca/

Society of Nuclear Medicine 55th
Annual Meeting
New Orleans, Louisiana

Jun 14-18, 2008 www.snm.org

ACOSOG Annual Meeting
Chicago, Illinois

June 18-20, 2008 www.acosog.org/meetings

Ninth International Lung
Cancer Congress
Koloa, Hawaii

June 18-21, 2008 www.cancerconferences.com/thoracic/
9th_lcc/index.php
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7th ICATMM and 4th EADO
Joint Meeting
Marseille, France

June 19-21, 2008 www.icatmm-eado2008.com/

Disparities in Health in America:
Working Toward Social Justice 6th
Annual Workshop
Houston, Texas

June 21-28, 2008 www.mdanderson.org/conferences

World Conference on Interventional
Oncology and Best of ASCO Annual
Meeting
Los Angeles, California

June 22-28, 2008 http://www.asco.org/ASCO/Meetings/
Calendar�of�Events

5th European Spring Oncology
Conference
Marbella, Spain

June 25-27, 2008 www.bnyco.com/webbnyco/bnyco/
index.asp?lang�UK

Palliative Care Leadership
Center Training
Columbus, Ohio

June 25-27, 2008 http://www.capc.org/palliative-care-
leadership-initiative

10th World Congress on
Gastrointestinal Cancer
Barcelona, Spain

June 25-28, 2008 meetings@imedex.com

2008 International Symposium of
Supportive Care in Cancer:
Multinational Association of
Supportive Care of
Cancer/International Society for
Oral Oncology
Houston, Texas

June 26-28, 2008 www.mdanderson.org/conferences

2nd Annual European Perspectives in
Urologic Oncology
Prague, Czech Republic

June 26-28, 2008 www.imedex.com/announcements/
318.asp

CALGB 2008 Summer Group Meeting
Chicago, Illinois

June 26-29, 2008 www.calgb.org/Public/meetings/
meetings.php

Best of ASCO – East Coast
Boston, Massachusetts

June 27-28, 2008 http://www.asco.org/ASCO/Meetings/
Calendar�of�Events

7th International Conference on Head
and Neck Cancer
San Francisco, California

July 19-23, 2008 www.ahns.info/meetings/
intnlconference.php
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Seventh Annual International
Congress on the Future of
Breast Cancer
Koloa, Hawaii

July 23-26, 2008 www.cancerconferences.com/breast_cancer/
7th_bcc/index.php

2nd Asian Pacific conference:
Perspectives in Lung Cancer
Hokkaido, Japan

August 1-2, 2008 meetings@imedex.com

Palliative Care Leadership
Center Training
Lexington, Kentucky

August 13-15, 2008 http://www.capc.org/palliative-care-
leadership-initiative

4th Physicians Network Conferences
Boston, Massachusetts

August 23-27, 2008 www.mdanderson.org/conferences

International Union Against Cancer
(UICC) World Cancer Congress
Geneva, Switzerland

August 27-31, 2008 www.uicc.org

ACORD Workshop Australia & Asia
Pacific Clinical Oncology Research
& Development
Queensland, Australia

August 31-September 6, 2008 international@asco.org

Living Fully Conference
Houston, Texas

September 4-6, 2008 www.mdanderson.org/conferences

2008 Breast Cancer Symposium
Washington, DC

September 5-7, 2008 www.breastcasymposium.org/
breastcasymposium

Palliative Care Leadership
Center Training
Minneapolis, Minnesota

September 10-12, 2008 http://www.capc.org/palliative-care-
leadership-initiative

Palliative Care Leadership
Center Training
Milwaukee, Wisconsin

September 11-12, 2008 http://www.capc.org/palliative-care-
leadership-initiative

33rd ESMO Congress
Stockholm, Sweden

September 12-16, 2008 www.esmo.org
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Supportive Care and Quality of Life
Rehabilitation Needs and Service Delivery in Patients With Stage IV Breast Cancer
Andrea L. Cheville, Andrea B. Troxel, Jeffrey R. Basford, and Alice B. Kornblith

Breast Cancer
Safety of Fertility Preservation by Ovarian Stimulation With Letrozole and Gonadotropins in Breast Cancer Patients:
A Prospective Controlled Study
Amr A. Azim, Maria Costantini-Ferrando, and Kutluk Oktay

Estrogen Receptor Expression and Efficacy of Docetaxel-Containing Adjuvant Chemotherapy in Patients With
Node-Positive Breast Cancer: Results From a Pooled Analysis of 3,329 Patients
Fabrice Andre, Kristine Broglio, Henri Roche, Miguel Martin, John Mackey, Frederique Penault-Llorca, Gabriel N. Hortobagyi,
and Lajos Pusztai

Risedronate Prevents Bone Loss in Breast Cancer Survivors: A 2-Year, Randomized, Double-Blind,
Placebo-Controlled Trial
Susan Greenspan, Adam Brufsky, Barry Lembersky, Rajib Bhattacharya, Karen Vujevich, Subashan Perera, Susan Sereika,
and Victor Vogel

Serum TIMP-1 and Response to the Aromatase Inhibitor Letrozole Versus Tamoxifen in Metastatic Breast Cancer
Allan Lipton, Kim Leitzel, Hilary A. Chaudri-Ross, Dean Evans, Suhail M. Ali, Laurence Demers, Peter Hamer, Sheryl Brown-Shimer,
Karen Pierce, Victor Gaur, and Walter Carney

Clinical Trials
Influence of Oncologist-Patient Communication on Participation in Clinical Trials
Terrance L. Albrecht, Susan S. Eggly, Marci E.J. Gleason, Felicity W.K. Harper, Tanina S. Foster, Amy M. Peterson, Heather Orom,
Louis A. Penner, and John C. Ruckdeschel

Epidemiology
Racial Differences in Clinical Outcomes From Metastatic Breast Cancer: A Pooled Analysis of CALGB Trials 9342
and 9840
Blase N. Polite, Constance T. Cirrincione, Gini F. Fleming, Donald A. Berry, Andrew D. Seidman, Hyman B. Muss, Larry Norton,
Charles L. Shapiro, Kamal M. Bakri, Paul Kelly Marcom, Diana Lake, Joel H. Schwartz, Clifford A. Hudis, and Eric P. Winer

Gynecologic Cancer
Phase III Study of Valspodar Combined With Paclitaxel and Carboplatin Versus Paclitaxel and Carboplatin Alone in
Patients With Stage IV or Suboptimally Debulked Stage III Epithelial Ovarian Cancer or Primary Peritoneal Cancer
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