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E-Mail Alerts: Quick Way to Stay Informed

Sign up for alerts about your topic of interest. Learn about new research for your field as it is available. Subscribe to a JCO e-mail
alert to be notified right away when new articles within your interest area are posted. Go to jco.org/alerts to sign up.

25th Anniversary Timeline Now Online

Follow JCO through the years as we celebrate our 25th anniversary (http://jco.ascopubs.org/anniversary/timeline.dtl). Look back
at editorial leaders, innovations in new article types and presentations, subscriber growth, the advent of JCO.org, global transla-
tions, and self-publishing.

Take Advantage of JCO Oncology Career Center

At no cost, job seekers can post a CV online, be alerted to early notices of new professional oncology positions, and review listings
for positions all over the world. Employers can post new position openings online, attract informed oncology professionals, target
hard-to-reach oncology specialists globally, and alert prospects of new position openings. Find a job or candidate today at
http://careers.asco.org.

Browse Your Topic of Interest With JCO.org’s New Subject Collection

Find articles specific to your interests using JCO’s new Subject Collections feature. Subject Collections is a topic-specific archive of arti-
cles published in the Journal since January 1, 2005. Disease-specific categories are included with subheadings for most specialties. With
every new issue of the Journal, new articles will be added to the collections. Go to jco.org/browse to sign up.

JCO Impact Factor Increases to 13.598

JCO’s impact factor increased from 11.81 to 13.598, as reported by Thomson Scientific in its 2006 Journal Citation Report. Of 126
oncology journals monitored worldwide, JCO ranks fifth (up from sixth) by impact factor and second by total citations, with
71,800 citations made to published articles—almost 13,000 more than in the previous year. An impact factor is a measure of how
often the average article in a journal has been cited within a given year. In addition, JCO’s immediacy index, which measures cita-
tions last year to articles published last year (not included in the impact factor calculation), rose to 3.485, the highest of any clini-
cal oncology journal. Daniel G. Haller, Editor-in-Chief of JCO, said, “JCO owes this continuing improvement to the editors and
editorial staff, as well as the guidance of the Editorial Board, the support of the society, and the enormous contributions of authors
and reviewers. JCO’s 2006 impact factor, total citations, and immediacy index reflect the Journal’s continued success in delivering
content that strengthens expertise, improves practice, advances medical research, and supplements academic teaching.”

2008 Review Series Topics Named

The Review Series topics for 2008 will be:

February 10—Breast Cancer

June 10—Stem-Cell Transplantation

August 10—Improving the Quality of Supportive Cancer Care
December 10—Adolescent and Young Adult Oncology

Single Issues of Review Series Available for Sale

The JCO Review Series is a collection of thematic issues released the 10th of every second month. You may want to purchase bulk
or single Review Series issues for your particular interests. Released in 2007: Perspectives on the Cost of Cancer Care; Advances in
the Local Treatment of Cancer; Geriatric Oncology; Gynecologic Oncology; Chemoradiotherapy; and Reported Outcomes Assess-
ment in Cancer Trials. Released/to be released in 2008: Breast Cancer (2/10); Stem-Cell Transplantation (6/10); Improving the
Quality of Supportive Cancer Care (8/10); Translational Oncology (10/10); Adolescent and Young Adult Oncology (12/10). Call
JCO Customer Service for pricing at 888-273-3508 or 703-519-1430.

JCO.org Tiprs

Take Advantage of Article Translations Added to JCO.org

JCO subscribers around the world can now read selected articles translated into one or more of the following languages: Chinese,
German, Hungarian, Polish, Russian, Spanish, and Turkish. These are articles from the printed international editions, which often
have limited circulation. Through the Web site, any subscriber may access the content. In addition, once the original article is 12
months old, access will be open to all. Readers can browse the articles available by selecting the Translations tab under the Search/
Browse bar. From there, readers can select the language of interest to display the list of articles accessible in that language. Provid-
ing translated articles is another example of JCO’s commitment to broaden the availability of high-impact research for oncologists
worldwide.
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Prevalence and Treatment Patterns of Physical Impairments in Patients With Metastatic Breast Cancer

Andrea L. Cheville, Andrea B. Troxel, Jeffrey R. Basford, et al pp 2621-2629

Purpose: Physical impairments cause profound functional declines in patients with cancer. Although common rehabilitation measures can address
many impairments, the extent of their delivery is unknown. We studied these issues by quantifying physical impairments in patients with
metastatic breast cancer and by assessing how they are addressed.

Patients and Methods: A consecutive sample of 163 community-dwelling patients with metastatic breast cancer was stratified by Karnofsky
performance score and administered the Medical Outcomes Study Physical Function Subscale and the Older Americans Resource Study
Activities of Daily Living subscales. Cancer-related physical impairments were identified through a physical examination, the 6-Minute Walk Test,
and the Functional Independence Measure Mobility Subscale. Patients were questioned regarding the nature, type, and setting of treatments
for impairments. Physical rehabilitation needs were determined through a consensus process involving physiatrists and physical/occupational
therapists specializing in cancer.

Results: Ninety-two percent of patients (150 of 163) had at least one physical impairment. Among 530 identified impairments, 484 (92 %) required
a physical rehabilitation intervention and 469 (88%) required physical therapy (PT) and/or occupational therapy (OT). Only 30% of impairments
requiring rehabilitation services and 21% of those requiring PT/OT received treatment. Impairments detected during hospitalization were
overwhelmingly more likely to receive a rehabilitation intervention (odds ratio [OR] = 87.9; 95% Cl, 28.5 to 271.4), and PT/OT (OR = 558.8; 95%
Cl, 187.0 to 1,669.6). Low socioeconomic and minority status were significantly associated with nontreatment.

Conclusion: Remediable physical impairments were prevalent and poorly addressed among patients with metastatic breast cancer, drastically so

in the outpatient setting. Undertreatment was particularly prominent among minority and socioeconomically disadvantaged groups.
J Clin Oncol 26:2621-2629. © 2008 by American Society of Clinical Oncology

L

Safety of Fertility Preservation by Ovarian Stimulation With Letrozole and Gonadotropins in Patients With Breast
Cancer: A Prospective Controlled Study . . . Amr A. Azim, Maria Costantini-Ferrando, and Kutluk Oktay pp 2630-2635

Purpose: Because of the accompanying increase in estrogen levels, safety of performing in vitro fertilization (IVF) in women with breast cancer
is unknown. Our goal was to determine the effect of controlled ovarian stimulation (COS) using a combination of letrozole with standard fertility
medications on disease-free survival in women undergoing embryo or oocyte cryopreservation before adjuvant chemotherapy.

Patients and Methods: A total of 215 women with breast cancer were prospectively evaluated for fertility preservation before adjuvant
chemotherapy. Of those, 79 elected to undergo COS with letrozole and gonadotropins for embryo or oocyte cryopreservation. The remaining 136
patients underwent no fertility-preserving procedure and served as controls.

Results: Study and control groups were similar at enrollment except for a trend for higher estrogen-receptor positivity in the COS group (P = .08).
Time between surgery and chemotherapy was longer for IVF patients (45.08 v 33.46 days; P < .01). Peak estradiol levels ranged from 58.4 to
1,166 pg/mL (mean, 405.94 = 256.64 pg/mL or 1,486.76 = 942.13 pmol/L) in COS patients. The median follow-up after chemotherapy was 23.4
months (range, 7.5 to 63.6 months) in the COS group and 33.05 months (range, 4.5 to 63.6) in the control group. The hazard ratio for recurrence
after IVF was 0.56 (95% Cl, 0.17 to 1.9), and the survival was not compromised compared with controls (P = .36).

Conclusion: Ovarian stimulation with gonadotropins and letrozole for the purpose of fertility preservation is unlikely to cause substantially

increased recurrence risk. Further research, including longer-term follow-up is needed to confirm these findings.
J Clin Oncol 26:2630-2635. © 2008 by American Society of Clinical Oncology

L

Estrogen Receptor Expression and Efficacy of Docetaxel-Containing Adjuvant Chemotherapy in Patients With Node-
Positive Breast Cancer: Results From a Pooled Analysis . . . Fabrice Andre, Kristine Broglio, Henri Roche, et al pp 2636-2643

Purpose: Several adjuvant chemotherapy trials suggested that cytotoxic treatment is less effective in patients with estrogen receptor (ER)
—positive breast cancers. The aim of the present study was to assess the efficacy of adjuvant docetaxel and anthracycline therapy according to
ER expression in two randomized clinical trials.

Patients and Methods: Pooled data from two randomized trials, BCIRGO01 and PACS01, were examined. Hazard ratios for recurrence and survival
were estimated by Cox proportional hazards models and were adjusted for clinical variables. Interaction between docetaxel and ER expression
was tested.

Results: ER status was available for 3,329 patients (95% of all randomly assigned patients), of whom 75% (n = 2,493) were ER positive.
Docetaxel therapy was associated with a 30% reduction in the risk of death (hazard ratio [HR] = 0.70; 95% Cl, 0.54 to 0.91) in ER-positive
patients and a 31% reduction (HR = 0.69; 95% Cl, 0.52 to 0.94) in ER-negative patients. Docetaxel therapy was associated with a 21 % reduction
in the risk of recurrence (HR = 0.79; 95% CI, 0.66 to 0.93) in ER-positive patients and a 31% reduction (HR = 0.69; 95% Cl, 0.54 to 0.97) in
ER-negative patients. The interaction between docetaxel therapy and ER status was not statistically significant for either overall survival (P = .87)
or disease-free survival (P = .30). ER expression was also not predictive for docetaxel efficacy when it was analyzed as a semi-continuous
variable based on percent of positive cells by immunohistochemistry (test for heterogeneity, P = .56 and .86 for overall survival and disease-free
survival, respectively).

Conclusion: In the pooled analysis of these two trials, docetaxel did not have a statistically significantly different effect on the risk of recurrence

or death in ER-positive and ER-negative patients.
J Clin Oncol 26:2636-2643. © 2008 by American Society of Clinical Oncology
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Risedronate Prevents Bone Loss in Breast Cancer Survivors: A 2-Year, Randomized, Double-Blind, Placebo-Controlled
Clinical Trial . . .Susan L. Greenspan, Adam Brufsky, Barry C. Lembersky, et al pp 2644-2652

Purpose: Limited data are available on the efficacy of oral bisphosphonate therapy in breast cancer survivors. Our goal was to examine prevention
of breast cancer-related bone loss in this cohort.

Patients and Methods: Eighty-seven postmenopausal women after chemotherapy for breast cancer were randomly assigned to once-weekly
risedronate 35 mg or placebo for 24 months. Outcomes included bone mineral density (BMD) and turnover markers.

Results: At study initiation, 13% of patients were on an aromatase inhibitor (Al). After 24 months, there were differences of 1.6 t0 2.5% (P < .05)
at the spine and hip BMD between the placebo and risedronate groups. At study completion, 44% were on an Al. Adjusting for an Al, women
on placebo plus Al had a decrease in BMD of (mean + SE) 4.8% =+ 0.8% at the spine and 2.8% =+ 0.5% at the total hip (both P<.001). In women
on risedronate + Al, the spine decreased by 2.4% = 1.1% (P < .05) and was stable at the hip. WWomen in the placebo group not on an Al,
maintained BMD at the spine, and had a 1.2% = 0.5% loss at the total hip (P < .05). Women who received risedronate but no Al had the greatest
improvement in BMD of 2.2% =+ 0.9% (P < .05) at the total hip. Bone turnover was reduced with risedronate. There were no differences in
adverse events between the groups.

Conclusion: We conclude that in postmenopausal women with breast cancer with or without Al therapy, once-weekly oral risedronate was
beneficial for spine and hip BMD, reduced bone turnover, and was well tolerated.

J Clin Oncol 26:2644-2652. © 2008 by American Society of Clinical Oncology

L

Serum TIMP-1 and Response to the Aromatase Inhibitor Letrozole Versus Tamoxifen in Metastatic Breast Cancer

Allan Lipton, Kim Leitzel, Hilary A. Chaudri-Ross, et al pp 2653-2658

Purpose: To determine the effect of elevated serum TIMP-1 on the response of patients with metastatic breast cancer to an aromatase inhibitor
versus tamoxifen.

Patients and Methods: Five hundred twenty-two patients estrogen receptor—positive metastatic breast cancer were randomly assigned to receive
first-line hormone therapy with letrozole or tamoxifen. Serum tissue inhibitor of metalloproteinases-1 (TIMP-1) levels were measured using an
enzyme-linked immunosorbent assay.

Results: Pretreatment serum TIMP-1 was elevated in 120 (23%) of 522 patients. Patients with elevated serum TIMP-1 had a significantly reduced
objective response rate (19.2% v 30.6%; odds ratio, 0.54; P = .01), duration of response (median, 15.5 v 26.2 months; P = .001), time to
treatment progression (TTP; median, 4.5 v 9.2 months; HR, 1.78; P = .0001), time to treatment failure (median, 3.5 v 9.0 months; HR, 1.77;
P = .0001), and overall survival (median, 20.3 v 35.8 months; HR, 1.77; P = .0001) compared with patients with normal pretreatment TIMP-1
levels. Letrozole was superior to tamoxifen in both the normal serum TIMP-1 group (median TTP, 11.8 v8.6 months; P = .003) and in the elevated
serum TIMP-1 group (median, 6.1 v 3.2 months; P = .03) In multivariate analysis, elevated serum TIMP-1 remained an independent predictor
of both shorter TTP (HR, 1.46; P = .002) and survival (HR, 1.44; P = .002), as did serum HER-2. Combined analysis of both serum TIMP-1 and
HER-2/neu conferred additional ability to predict significantly different clinical outcomes compared to using either biomarker alone.

Conclusion: Patients with elevated pretreatment serum TIMP-1 had a significantly reduced response and survival. Serum TIMP-1 was an
independent predictive and prognostic factor. Blockade of TIMP-1 and HER-2/neu activity may be beneficial in a subset of patients with
breast cancer.

J Clin Oncol 26:2653-2658. © 2008 by American Society of Clinical Oncology

L

Racial Differences in Clinical Outcomes From Metastatic Breast Cancer: A Pooled Analysis of CALGB 9342 and 9840 —
Cancer and Leukemia Group B. . . Blase N. Polite, Constance Cirrincione, Gini F. Fleming, et al pp 2659-2665

Purpose: African American women are more likely to be diagnosed with metastatic breast cancer at the time of presentation than whites, and
have shorter survival once diagnosed. This study examines racial differences in clinical outcomes in the setting of two large cooperative group
randomized clinical trials.

Patients and Methods: The study cohort consisted of 787 white (80%) and 195 African American (20%) patients with metastatic breast cancer
enrolled in two successive Cancer and Leukemia Group B (CALGB) trials using taxanes in the metastatic setting. Differences in overall survival
(OS), response incidence, and time to treatment failure (TTF) were examined by race. In addition, differences in the incidence of baseline and
treatment-related toxicities were examined.

Results: With 779 deaths (166 African Americans and 613 whites), median OS was 14.3 months for African Americans and 18.75 months for
whites (hazard ratio [HR] = 1.37; 95% CI, 1.15 to 1.63). When adjusted for prognostic factors, African Americans had a 24% increase in the
hazard of death compared with whites (HR = 1.24; 95% CI, 1.02 to 1.51). No significant differences in TTF or overall response to therapy were
seen. No clinically significant toxicity differences were seen.

Conclusion: African Americans with metastatic breast cancer have an increased hazard of death compared with whites despite the receipt of
similar per-protocol treatment, but experience no differences in TTF or overall response to therapy. \We hypothesize that more direct and robust
measures of comorbidities, and perhaps other factors such as receipt of subsequent therapy could help further explain the observed
survival difference.

J Clin Oncol 26:2659-2665. © 2008 by American Society of Clinical Oncology
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Influence of Clinical Communication on Patients’ Decision Making on Participation in Clinical Trials

Terrance L. Albrecht, Susan S. Eggly, Marci E.]. Gleason, et al pp 2666-2673

Purpose: To investigate how communication among physicians, patients, and family/companions influences patients’ decision making about
participation in clinical trials.

Patients and Methods: \We video recorded 235 outpatient interactions occurring among oncologists, patients, and family/companions (if present)
at two comprehensive cancer centers. WWe combined interaction analysis of the real-time video-recorded observations (collected at Time 1) with
patient self-reports (Time 2) to determine how communication about trial offers influenced accrual decisions.

Results: Clinical trials were explicitly offered in 20% of the interactions. When offers were made and patients perceived they were offered a trial,
75% of patients assented. Observed messages (at Time 1) directly related to patients’ self-reports regarding their decisions (2 weeks later), and
how they felt about their decisions and their physicians. Specifically, messages that help build a sense of an alliance (among all parties, including
the family/companions), provide support (tangible assistance and reassurance about managing adverse effects), and provide medical content in
language that patients and family/companions understand are associated with the patient’s decision and decision-making process.

Conclusion: In two urban, National Cancer Institute—designated comprehensive cancer centers, a large percentage of patients are not offered
trials. When offered a trial, most patients enroll. The quality and quantity of communication occurring among the oncologist, patient, and
family/companion when trials are discussed matter in the patient’s decision-making process. These findings can help increase physician
awareness of the ways that messages and communication behaviors can be observed and evaluated to improve clinical practice and research.
J Clin Oncol 26:2666-2673. © 2008 by American Society of Clinical Oncology

L

Phase III Study of Valspodar (PSC 833) Combined With Paclitaxel and Carboplatin Compared With Paclitaxel and
Carboplatin Alone in Patients With Stage IV or Suboptimally Debulked Stage III Epithelial Ovarian Cancer or Primary
Peritoneal Cancer . . . Catherine Lhommé, Florence Joly, Joan L. Walker, et al pp 2674-2682

Purpose: To compare the safety and efficacy of carboplatin and paclitaxel administered with or without the multidrug resistance modulator
valspodar (PSC 833) in untreated patients with advanced ovarian or primary peritoneal cancer.

Patients and Methods: Seven hundred sixty-two patients with stage IV or suboptimally debulked stage Il ovarian or primary peritoneal cancer were
randomly assigned to receive either valspodar 5 mg/kg every 6 hours for 12 doses, paclitaxel 80 mg/m?, and carboplatin area under the curve
(AUC) 6 (PC-PSC; n = 381) or paclitaxel 175 mg/m? and carboplatin AUC 6 (PC; n = 381). Time to disease progression (TTP) was the primary
end point. Secondary end points were overall survival time (OS), response rate (RR), safety, and tolerability.

Results: With a median follow-up of 736 days (range, 1 to 2,280 days), the median TTP was 13.2 and 13.5 months in the PC-PSC and PC groups,
respectively (P = .67); the median OS was 32 and 28.9 months, respectively (P = .94). The overall RR was higher in the PC group (41.5% v
33.6%; P = .02). Central and peripheral nervous system and Gl toxicities were more common in the PC-PSC group. Ataxia occurred in
53.5% and 3.2% of PC-PSC- and PC-treated patients, respectively. Febrile neutropenia occurred more frequently in the PC-PSC group.
More PC-PSC-treated patients discontinued therapy because of adverse events (AEs), experienced serious AEs, and required paclitaxel
dose reductions.

Conclusion: The addition of valspodar to PC did not improve TTP or OS and was more toxic compared with PC in untreated patients with advanced
ovarian or primary peritoneal cancer.
J Clin Oncol 26:2674-2682. © 2008 by American Society of Clinical Oncology

L

Incidence of Venous Thromboembolism in Patients With Ovarian Cancer Undergoing Platinum/Paclitaxel-Containing
First-Line Chemotherapy: An Exploratory Analysis by the Arbeitsgemeinschaft Gynaekologische Onkologie Ovarian
Cancer Study Group . . . Christina Fotopoulou, Andreas duBois, Alexandros N. Karavas, et al pp 2683-2689

Purpose: Venous thromboembolism (VTE) has been associated with negative prognosis in cancer patients. Most series reporting on VTE have
included different tumor types not differentiating between recurrent or primary disease. Data regarding the actual impact of VTE on primary
advanced ovarian cancer (AOC) are limited.

Patients and Methods: Between 1995 and 2002, the Arbeitsgemeinschaft Gynaekologische Onkologie Ovarian Cancer Study group (AGO-OVAR)
recruited 2,743 patients with AOC in three prospectively randomized trials on platinum paclitaxel-based chemotherapy after primary surgery.
Pooled data analysis was performed to evaluate incidence, predictors, and prognostic impact of VTE in AOC. Survival curves were calculated for
the VTE incidence. Univariate analysis and Cox regression analysis were performed to identify independent predictors of VTE and mortality.

Results: Seventy-six VTE episodes were identified, which occurred during six to 11 cycles of adjuvant chemotherapy; 50% of them occurred
within 2 months postoperatively. Multivariate analysis identified body mass index higher than 30 kg/m? and increasing age as independent
predictors of VTE. International Federation of Gynecology and Obstetrics stage and surgical radicality did not affect incidence. Overall survival
was significantly reduced in patients with VTE (median, 29.8 v 36.2 months; P = .03). Multivariate analysis identified pulmonary embolism (PE),
but not deep vein thrombosis alone, to be of prognostic significance. In addition, VTE was not identified to significantly affect progression-
free survival.

Conclusion: Patients with AOC have their highest VTE risk within the first 2 months after radical surgery. Only VTE complicated by symptomatic
PE have been identified to have a negative impact on survival. Studies evaluating the role of prophylactic anticoagulation during this high risk
postoperative period are warranted.

J Clin Oncol 26:2683-2689. © 2008 by American Society of Clinical Oncology
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Predictive Biomarkers of Chemotherapy Efficacy in Colorectal Cancer: Results From the UK MRC FOCUS Trial
Michael S. Braun, Susan D. Richman, Philip Quirke, et al pp 2690-2698

Purpose: Candidate predictive biomarkers for irinotecan and oxaliplatin were assessed in 1,628 patients in Fluorouracil, Oxaliplatin, CPT-11: Use
and Sequencing (FOCUS), a large randomized trial of fluorouracil alone compared with fluorouracil and irinotecan and compared with fluorouracil
and oxaliplatin in advanced colorectal cancer.

Methods: The candidate biomarkers were: tumor immunohistochemistry for MLH1/MSH2, p53, topoisomerase-1 (Topo1), excision repair
cross-complementing gene 1 (ERCC1), O-6-methylguanine-DNA-methyltranserase (MGMT), and cyclooxygenase 2 (COX2); germline DNA
polymorphisms in GSTP1, ABCB1, XRCC1, ERCC2, and UGT1A1. These were screened in more than 750 patients for interaction with benefit
from irinotecan or oxaliplatin; two markers (Topo1 and MLH1/MSH2) met criteria to be taken forward for analysis in the full population. Primary
end points were progression-free survival (PFS) and overall survival.

Results: One thousand three hundred thirteen patients (81%) were assessable for Topo1 immunohistochemistry (low, < 10%; moderate, 10%
t0 50%; or high, > 50% tumor nuclei). In patients with low Topo1, PFS was not improved by the addition of either irinotecan (hazard ratio [HR],
0.98; 95% ClI, 0.78 to 1.22) or oxaliplatin (HR, 0.85; 95% CI, 0.68 to 1.07); conversely, patients with moderate/high Topo1 benefited from the
addition of either drug (HR, 0.48 to 0.70 in all categories; interaction P = .005; overall, P = .001 for irinotecan; P = .05 for oxaliplatin). High Topo1
was associated with a major overall survival benefit with first-line combination chemotherapy (HR, 0.60; median benefit, 5.3 months); patients
with moderate or low Topo1 did not benefit (HR, 0.92 and 1.09, respectively; interaction P = .005). MLH1/MSH2 did not show significant
interaction with treatment, although the low rate of loss (4.4%) limits the power of the study for this biomarker.

Conclusion: Topo1 immunohistochemistry identified subpopulations that did or did not benefit from irinotecan, and possibly also from oxaliplatin.

If verified independently, this information will contribute to the individualization of treatment for colorectal cancer.
J Clin Oncol 26:2690-2698. © 2008 by American Society of Clinical Oncology

L

Phase I Trial of the Human Immunodeficiency Virus Protease Inhibitor Nelfinavir and Chemoradiation for Locally
Advanced Pancreatic Cancer . . . Thomas B. Brunner, Matthias Geiger, Gerhard G. Grabenbauer, et al pp 2699-2706

Purpose: Preclinically, HIV protease inhibitors radiosensitize tumors with activated PI3-kinase/Akt pathway. We determined the toxicity of
nelfinavir chemoradiotherapy in borderline resectable and unresectable pancreatic cancer.

Patients and Methods: Oral nelfinavir (2 X 1,250 mg) was started 3 days before and continued throughout chemoradiotherapy to 50.4 Gy (boost,
59.4 Gy) in 12 patients. Two gemcitabine dose levels (DL) were tested (200 mg/m? and 300 mg/m? on days 1, 8, 22, and 29). Cisplatin was
administered on the same days at 30 mg/m?. Phospho-Akt downregulation by nelfinavir was monitored by immunoblotting in patient leukocytes.
Restaging positron emission tomography (PET)/computed tomography (CT) and CA19-9 levels served to assess response, and responding
tumors were resected.

Results: At each DL, five of six patients completed chemoradiotherapy, and two of 12 patients had incomplete chemoradiotherapy because of
clinical depression (DL1) and peritoneal metastasis (DL2). Grade 4 toxicities were a transaminase elevation (DL2) as a result of biliary stent
occlusion and acute cholecystitis as a result of peritoneal metastasis (DL2). Stent occlusions led to dose-limiting toxicities of grade 3 liver enzyme
and bilirubin elevations (two patients at DL1, one patient at DL2). Grade 3 nausea and vomiting occurred in a DL2 patient, and weight loss
occurred in a DL1 patient who refused supportive feeding. Secondary complete resection was possible in six of 10 patients with complete
chemoradiotherapy, including one tumor with pathologic sterilization. Partial CT responses were observed in five of 10 patients who completed
chemoradiotherapy. Of nine patients assessable by PET,responses were complete in five patients and partial patients, and stable disease was
observed in two patients.

Conclusion: The combination of nelfinavir and chemoradiotherapy showed acceptable toxicity and promising activity in patients with

pancreatic cancer.
J Clin Oncol 26:2699-2706. © 2008 by American Society of Clinical Oncology

L

High Expression of Macrophage Colony-Stimulating Factor in Peritumoral Liver Tissue Is Associated With

Poor Survival After Curative Resection of Hepatocellular Carcinoma . . . Xiao-Dong Zhu, Ju-Bo Zhang, Peng-Yuan Zhuang, et al
pp 2707-2716

Purpose: To investigate prognostic values of the intratumoral and peritumoral expression of macrophage colony-stimulating factors (M-CSF) in
hepatocellular carcinoma (HCC) patients after curative resection.

Patients and Methods: Expression of M-CSF and density of macrophages (M®) were assessed by immunohistochemistry in tissue microarrays
containing paired tumor and peritumoral liver tissue from 105 patients who had undergone hepatectomy for histologically proven HCC.
Prognostic value of these and other clinicopathologic factors was evaluated.

Results: Neither intratumoral M-CSF nor M® density was associated with overall survival (OS) or disease-free survival (DFS). High peritumoral
M-CSF and M® density, which correlated with large tumor size, presence of intrahepatic metastasis, and high TNM stage, were independent
prognostic factors for both OS (P = .001 and P < .001, respectively) and DFS (P = .001 and P = .003, respectively) and affected incidence of
early recurrence. In a small HCC subset, peritumoral M-CSF was also correlated with both OS and DFS (P = .038 and P = .001, respectively).
The combination of peritumoral M-CSF and M® had a better power to predict the patients’ death and disease recurrence (P < .001 for both).

Conclusion: High peritumoral M-CSF and M® were associated with HCC progression, disease recurrence, and poor survival after hepatectomy,
highlighting the importance of peritumoral tissue in the recurrence and metastasis of HCC. M-CSF and M® may be targets of postoperative
adjuvant therapy.

J Clin Oncol 26:2707-2716. © 2008 by American Society of Clinical Oncology
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Phase II Study of Dose-Adjusted EPOCH and Rituximab in Untreated Diffuse Large B-Cell Lymphoma With Analysis
of Germinal Center and Post-Germinal Center Biomarkers . . . Wyndham H. Wilson, Kieron Dunleavy, Stefania Pittaluga, et al

pp 2717-2724

Purpose: To assess the clinical outcome and the influence of biomarkers associated with apoptosis inhibition (Bcl-2), tumor proliferation (MIB-1),
and cellular differentiation on the outcome with dose-adjusted (DA) EPOCH (etoposide, prednisone, vincristine, cyclophosphamide, and
doxorubicin) plus rituximab (R) infusional therapy in diffuse large B-cell lymphoma (DLBCL) with analysis of germinal center B-cell (GCB) and
post-GCB subtypes by immunohistochemistry.

Patients and Methods: Phase Il study of 72 patients with untreated de novo DLBCL who were at least 18 years of age and stage Il or higher.
Radiation consolidation was not permitted.

Results: Patients had a median age of 50 years (range, 19 to 85) and 40% had a high-intermediate or high International Prognostic Index (IPl). At
5 years, progression-free survival (PFS) and overall survival (OS) were 79% and 80%, respectively, with a median potential follow-up of 54
months. PFS was 91%, 90%, 67%, and 47%, and OS was 100%, 90%, 74%, and 37%, for 0 to 1, 2, 3, and 4 to 5 IP| factors, respectively, at
5 years. The Bcl-2 and MIB-1 biomarkers were not associated with PFS or OS. Based on DA-EPOCH historical controls, rituximab only benefited
Bcl-2 positive tumors. Bcl-6 expression was associated with higher PFS whereas GCB exhibited a marginally significant higher PFS compared
with post-GCB DLBCL.

Conclusion: DA-EPOCH-R outcome was not affected by tumor proliferation and rituximab appeared to overcome the adverse effect of Bcl-2. Bcl-6
may identify a biologic program associated with a superior outcome. Overall, DA-EPOCH-R shows promising outcome in low and intermediate

IPI groups. A molecular model of treatment outcome with rituximab and chemotherapy is presented.
J Clin Oncol 26:2717-2724. © 2008 by American Society of Clinical Oncology

L

Granulocyte-Macrophage Colony-Stimulating Factor Potentiates Rituximab in Patients With Relapsed Follicular
Lymphoma: Results of a Phase II Study . . . Guillaume Cartron, Lu Zhao-Yang, Marion Baudard, et al pp 2125-2731

Purpose: We hypothesized that granulocyte-macrophage colony-stimulating factor (GM-CSF) could potentiate the clinical activity of rituximab
given its individual and cooperative effects on FcyRlla- and FcyRllla-expressing cells. A phase Il clinical study combining GM-CSF and rituximab
was initiated in patients with relapsed follicular lymphoma (FL) to determine the clinical and biologic responses, as well as safety of
the combination.

Patients and Methods: Thirty three patients with relapsed FL were treated with GM-CSF 5 ug/kg/d on days 1 to 8 and rituximab 375 mg/m? on
day 5 of each 21-day cycle for four cycles. Clinical response and tolerability were examined according to international criteria. Biologic monitoring
included evaluation of immune cells involved in rituximab activity.

Results: Of 33 evaluated patients, a 70% overall response rate (complete response plus complete response unconfirmed, 45%) and a median
progression-free survival (PFS) of 16.5 months were achieved. Outcome was influenced by the quality of response and the Follicular Lymphoma
International Prognostic Index (FLIPI), where low- and intermediate-risk FLIPI groups were associated with significantly better PFS. After
treatment there was a significant increase in granulocyte and monocyte counts. Examination of dendritic cell response showed an overall
increase in plasmacytoid dendritic cells, especially in non-complete response patients, after treatment. Addition of GM-CSF did not impair
tolerance to rituximab, and adverse events were rare and mild.

Discussion GM-CSF plus rituximab results in high response rates, along with a tolerable safety profile in patients with relapsed or progressive FL.

The improved efficacy over rituximab monotherapy may be due to increases seen in monocyte, granulocyte, and dendritic cell populations.
J Clin Oncol 26:2725-2731. © 2008 by American Society of Clinical Oncology

L

Leukocytosis and Risk Stratification Assessment in Essential Thrombocythemia . . . Alessandra Carobbio, Elisabetta Antonioli,
Paola Guglielmelli, et al pp 2132-2736

Purpose: Established risk factors for thrombosis in essential thrombocythemia (ET) include age and previous vascular events. We aimed to refine
this risk stratification by adding baseline leukocytosis.

Patients and Methods: \We enrolled 657 patients with ET followed for a median of 4.5 years who developed 72 major thrombosis. Cox proportional
hazard model was performed to analyze the thrombotic risk and to discriminate ET patients with or without thrombosis, multivariable C statistic
index was used. We searched for leukocytes cutoff with the best sensitivity and specificity by a receiver operating characteristic curve.
Results: Results confirmed that age and prior events are independent risk factors for thrombosis and showed a gradient between baseline
leukocytosis and thrombosis. On the contrary, no significant association was found either for JAK2V87F allele burden and for other laboratory
parameters, including platelet number. In the model with conventional risk factors alone, C statistic ratio for total thrombosis was 0.63 and when
leukocytosis was added, the change was small (C = 0.67). In contrast, in younger and asymptomatic patients (low-risk category), C statistic value
indicated an high risk for thrombosis in patients with leukocytosis, similar to that calculated in conventionally defined high-risk group (C = 0.65).
The best leukocyte cutoff values for predicting the events was found to be 9.4 (X 10%/L).

Conclusion: We suggest to include baseline leukocytosis in the risk stratification of ET patients enrolled in clinical trials.

J Clin Oncol 26:2732-2736. © 2008 by American Society of Clinical Oncology
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Prognostic Value of Inmunophenotyping in Multiple Myeloma: A Study by the PETHEMA/GEM Cooperative Study
Groups on Patients Uniformly Treated With High-Dose Therapy . . . Gema Mateo, M. Angeles Montalbdn, Maria-Belén Vidriales,
et al pp 2131-2744

Purpose: To analyze the prognostic impact of immunophenotyping in patients with multiple myeloma (MM).

Patients and Methods: \We have prospectively analyzed the prognostic impact of antigenic markers, assessed by multiparametric flow cytometry,
in a series of 685 newly diagnosed MM patients that were uniformly treated according to the GEM 2000 protocol.

Results: Our results show that expression of both CD19 and CD28 as well as the absence of CD117 were associated with a significantly shorter
progression free-survival (PFS) and overall survival (OS). Interestingly, the CD28 expression correlated with t(14;16) and del(17p), while
CD117-negative patients were associated with t(4;14) and del(13q). Simultaneous assessment of CD28 and CD117 antigens allowed
stratification of patients with MM into three risk categories: poor risk (CD28 positive CD117 negative), intermediate (either both markers negative
or both positive), and good risk (CD28 negative CD117 positive), with PFS rates of 30, 37, and 45 months, respectively (P = .01), and OS rates
of 45, 68, and not reached, respectively (P = .0001).

Conclusion: To the best of our knowledge, this is the first prospective analysis in which the prognostic impact of a relatively high number of
antigenic markers has been simultaneously analyzed in a large series of uniformly treated patients, showing that the expression of several
antigens (particularly CD28 and CD117) on bone marrow plasma cells from patients with MM can help to identify patients at high risk
of progression.

J Clin Oncol 26:2737-2744. © 2008 by American Society of Clinical Oncology

L

Specific EGFR Mutations Predict Treatment Outcome of Stage IIIB/IV Patients With Chemotherapy-Naive
Non-Small-Cell Lung Cancer Receiving First-Line Gefitinib Monotherapy . . . Chih-Hsin Yang, Chong-Jen Yu, Jin-Yuan Shih,
et al pp 2745-2753

Purpose: To explore predictive factors for time to treatment failure (TTF) in chemotherapy-naive non-small-cell lung cancer (NSCLC) patients
receiving gefitinib treatment.

Patients and Methods: \We designed a phase Il study to test gefitinib antitumor efficacy in advanced-stage, chemotherapy-naive NSCLC patients.
Patients were treated with gefitinib 2560 mg/d. Tumor assessments were performed every 2 months. Responding or stable patients were treated
until progression or unacceptable toxicity. All scans were reviewed independently. EGFR exons 18-21 sequence, K-ras exon 2 sequence, and
MET gene copy numbers were examined in available samples. Clinical or molecular predictors of TTF were examined by multivariate analysis.

Results: One hundred six patients were enrolled. Ninety patients had tumor samples for biomarker tests. Overall response rate was 50.9% (95%
Cl, 41.4% to 60.4%). Median TTF was 5.5 months, and median overall survival (OS) was 22.4 months. The response rate and median TTF of
the patients with exon 19 deletion (n = 20) were 95.0% and 8.9 months, for exon 21 L858R mutation (n = 23) were 73.9% and 9.1 month, and
for other types of EGFR mutations (N = 12) were 16.7% and 2.3 months, respectively. In multivariate analysis, the presence of EGFR deletion
exon 19 or L858R EGFR mutations in adenocarcinoma patients predicted longer TTF. High copy number of MET seemed to correlate with shorter
TTF in patients with gefitinib-sensitive activating EGFR mutations.

Conclusion: In this prospective study, EGFR exon 19 deletion or L858R mutations in adenocarcinoma were the best predictors for longer TTF in
stage llIB/IV chemotherapy-naive NSCLC patients receiving first-line gefitinib monotherapy.
J Clin Oncol 26:2745-2753. © 2008 by American Society of Clinical Oncology

L

Quality of Life Scores Predict Survival Among Patients With Head and Neck Cancer . . . Carrie A. Karvonen-Gutierrez,

David L. Ronis, Karen E. Fowler, et al pp 2754-2760

Purpose: The purpose of this study was to examine whether quality of life (QOL) scores predict survival among patients with head and neck
cancer, controlling for demographic, health behavior, and clinical variables.

Patients and Methods: A self-administered questionnaire was given to 495 patients being treated for head and neck cancer while they were waiting
to be seen for a clinic appointment. Data collected from the survey included demographics, health behaviors, and QOL as measured by Short
Form-36 (SF-36) physical and mental component scores and the Head and Neck QOL scores. Clinical measures were collected by chart
abstraction. Kaplan-Meier plots and univariate and multivariate Cox proportional hazards models were used to determine the association
between QOL scores and survival time.

Results: After controlling for age, time since diagnosis, marital status, education, tumor site and stage, comorbidities, and smoking, the SF-36
physical component score and three of the four Head and Neck QOL scales (pain, eating, and speech domains) were associated with survival.
Controlling for the same variables, the SF-36 mental component score and the emotional domain of the Head and Neck QOL were not associated
with survival.

Conclusion: QOL instruments may be valuable screening tools to identify patients who are at high risk for poor survival. Those with low QOL
scores could be followed more closely, with the potential to identify recurrence earlier and perform salvage treatments, thereby possibly
improving survival for this group of patients.

J Clin Oncol 26:2754-2760. © 2008 by American Society of Clinical Oncology
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Individualizing Treatment of Patients With Myeloma in the Era of Novel Agents . . . Jesiis San-Miguel, Jean-Luc Harousseau,
Douglas Joshua, et al pp 2761-2766

Progress in the understanding of multiple myeloma (MM) cell biology has led to the identification of new relevant prognostic factors and
subsequently different risk groups. This concept, together with the recent discovery of new drugs with novel mechanisms of action, will probably
lead to individualized treatment according to the different patients’ characteristics. In this review, we focus on current available agents already
approved for MM, and discuss individualized treatment approaches for both transplantation candidates (subdivided into standard and high-risk
patients) and elderly patients. Future progress in MM will be based on using science to inform the design of the optimal combined treatments,
and high throughput assays that can assess the ability of combination therapies to induce death of MM cells, both alone and in the bone
marrow microenvironment.

J Clin Oncol 26:2761-2766. © 2008 by American Society of Clinical Oncology

L

Guidelines for the Management of Pediatric and Adult Tumor Lysis Syndrome: An Evidence-Based Review

Bertrand Coiffier, Arnold Altman, Ching-Hon Pui, et al pp 2167-2778

Purpose: Tumor lysis syndrome (TLS) has recently been subclassified into either laboratory TLS or clinical TLS, and a grading system has been
established. Standardized guidelines, however, are needed to aid in the stratification of patients according to risk and to establish prophylaxis
and treatment recommendations for patients at risk or with established TLS.

Methods: A panel of experts in pediatric and adult hematologic malignancies and TLS was assembled to develop recommendations and guidelines
for TLS based on clinical evidence and standards of care. A review of relevant literature was also used.

Results: New guidelines are presented regarding the prevention and management of patients at risk of developing TLS. The best management
of TLS is prevention. Prevention strategies include hydration and prophylactic rasburicase in high-risk patients, hydration plus allopurinol or
rasburicase for intermediate-risk patients, and close monitoring for low-risk patients. Primary management of established TLS involves similar
recommendations, with the addition of aggressive hydration and diuresis, plus allopurinol or rasburicase for hyperuricemia. Alkalinization is not
recommended. Although guidelines for rasburicase use in adults are provided, this agent is currently only approved for use in pediatric patients
in the United States.

Conclusion: The potential severity of complications resulting from TLS requires measures for prevention in high-risk patients and prompts
treatment in the event that symptoms arise. Recognition of risk factors, monitoring of at-risk patients, and appropriate interventions are the key
to preventing or managing TLS. These guidelines should assist in the prevention of TLS and improve the management of patients with
established TLS.

J Clin Oncol 26:2767-2778. © 2008 by American Society of Clinical Oncology
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2008 International Symposium of
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Oral Oncology

Houston, Texas
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Chicago, Illinois

Best of ASCO — East Coast
Boston, Massachusetts

ESMO Conference Lugano 2008
Lugano, Switzerland

Best of ASCO Japan
Tokyo, Japan

Best of ASCO Lebanon
Beirut, Lebanon

Eighth International Congress on
Genitourinary Malignancies
Washington, DC

GOG Semi-Annual Meeting
Chicago, IL

Advances in Long-Term Management
of Adult Patients Undergoing
Hematopoietic Stem Cell
Transplantation

San Francisco, CA

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

Seventh Annual International
Congress on the Future of
Breast Cancer

Koloa, Hawaii

DATES
June 26-28, 2008

June 26-28, 2008

June 26-29, 2008

Jul 3-6, 2008

Jul 5-6, 2008

Jul 10-11, 2008

Jul 17-19, 2008

Jul 17-20, 2008

Jul 18-20, 2008

July 19-23, 2008

July 23-26, 2008

(continued on following page)

CONTACT

http://www.mdanderson.org/
prof_education

www.mdanderson.org/conferences

www.calgb.org/Public/meetings/
meetings.php

http://www.asco.org/ ASCO/Meetings/
Calendar+of+Events

http://www.esmo.org/activities/
ecluconference

http://jsmo.umin.jp

http://www.infomedweb.com/
boa2008lebanon

http://www.cancerconferences.com/
genitourinary/8th_gu/index.php

http://www.gog.org/
meetinginformation.html

http://www.cancerconferences.com/
hematologic/heme_stemcell 0708/
index.php

www.ahns.info/meetings/
intnlconference.php

www.cancerconferences.com/breast_cancer/
7th_bcc/index.php



MEETING/LOCATION

Denali Oncology Group (Alaska)
Coldfoot, AK

Mayo Clinic’s 18™ Annual
Hematology/Oncology Reviews
Amelia Island, FL

South Carolina Oncology Society
Charleston, SC

Best of ASCO Singapore
Singapore

North Carolina Oncology Association
Cary, NC

Seventh International Congress on
Targeted Therapies in Cancer
Washington, DC

Best of ASCO Brazil
Porto Alegre, Brazil

4th Physicians Network Conferences
Boston, Massachusetts

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

Australia and Asia Pacific Clinical
Oncology Research Development
(ACORD) Workshop

Queensland, Australia

Living Fully Conference
Houston, Texas

2008 Breast Cancer Symposium
Washington, DC

33rd ESMO Congress
Stockholm, Sweden

DATES
Jul 24-24, 2008

Aug 4-8, 2008

Aug 8-9, 2008

Aug 15-16, 2008

Aug 15-16, 2008

Aug 22-24, 2008

Aug 22-23

August 23-27, 2008

August 27-31, 2008

Aug 31-Sept 6, 2008

September 4-6, 2008

September 5-7, 2008

September 12-16, 2008

CONTACT

http://www.asco.org/ASCO/
State+ Affiliates/
State+and+ Regional + Affiliates

http://www.mayo.edu/cme/

http://www.scosonline.com/

http://www.singaporeoncology.org.sg/

http://ncoa-northcarolina.com/

http://www.cancerconferences.com/
other_solid_tumors/
7th_targeted_therapies 2032/
index.php
http://www.slacom.org/

www.mdanderson.org/conferences

WWWw.uicc.org

http://www.acordworkshop.org.au/

www.mdanderson.org/conferences

www.breastcasymposium.org/
breastcasymposium
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STEM-CELL TRANSPLANTATION

OVERVIEW
Cancer Stem Cells: A Paradigm for the Cure
Bruce M. Boman and Max S. Wicha

REVIEW ARTICLES
Liver Cancer Stem Cells
Stewart Sell and Hyam Lerner Leffert

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

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

Medulloblastoma Stem Cells
Xing Fan and Charles Eberhart

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

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

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

Mathematical Models of Cancer Stem Cells
Franziska Michor

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

Gastric Cancer Stem Cell
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

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

(continued on following page)






