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Cancer Diagnostics:
New Test Predicts Breast Cancer Recurrence
And Who Benefits Most From Chemotherapy

American Society of Hematology:
New Treatment Approaches for Leukemias
Emerging From Early Clinical Trials

By Lawrence M. Prescott
SAN DIEGO--A wide variety of new therapeutic modalities are showing 

great promise in the treatment of patients with a number of different leukemias, 
including chronic lymphocytic leukemia, acute promyelocytic leukemia, acute 
myeloid leukemia, chronic myeloid leukemia, and myelodysplastic syndromes, 
according to investigators presenting their findings at the annual meeting of 
the American Society of Hematology earlier this month. Following are some 

A new test can predict both the risk of breast cancer recurrence and 
may identify women who will benefit most from chemotherapy, according to 
research supported by the U.S. National Cancer Institute, and performed in 
collaboration with the National Surgical Adjuvant Breast and Bowel Project 
and Genomic Health Inc. 

These results suggest that almost half of approximately 50,000 U.S. 
women diagnosed with estrogen-dependent, lymph-node negative breast 
cancer every year are at low risk for recurrence and may not need to go through 
the discomfort and side effects of chemotherapy.

The test is based on levels of expression (increased or decreased) 
of a panel of cancer-related genes. This panel is used to predict whether 
estrogen-dependent breast cancer will come back, according to a study that 
was published online in the New England Journal of Medicine on Dec. 10. 
Scientists also presented results at San Antonio Breast Cancer Symposium 
indicating that the same test can predict which women benefit most from 
chemotherapy. Women with low risk of breast cancer recurrence—about 
half of the women in the recent study—do not appear to derive much benefit 
from chemotherapy.

The researchers used tissue samples and medical records from women 
enrolled in clinical trials of the cancer drug tamoxifen, which blocks the 
effect of estrogen on breast cancer cells. These women had estrogen receptor-
positive, lymph node-negative breast cancer. Many women with this type of 
breast cancer in the U.S. receive chemotherapy and hormonal therapy.

Using samples from 447 patients and a collection of 250 genes in 
three independent preliminary studies, 16 cancer-related genes were found 
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highlights of the presentations:

Alemtuzumab in CLL
Results from an interim analysis demonstrate 

that subcutaneous administration of alemtuzumab 
(Campath, Berlex), a monoclonal antibody developed 
against antigens expressed on the surface of B-CLL 
cells, is highly beneficial for patients with fludarabine-
refractory chronic lymphocytic leukemia, said Stephan 
Stilgenbauer, a hematologist/oncologist, department of 
internal medicine II, University of Ulm, Germany.

“The subcutaneous application of alemtuzumab in 
an outpatient setting proved to be an effective and safe 
therapy for genetic high-risk patients with refractory 
CLL,” Stilgenbauer said. “Characteristics such as the 
lack of a VH mutation and the deletion of 17 p, which is 
linked to the inactivation of the p53 gene, are generally 
associated with a poor prognosis for CLL patients.”

The outcome for patients with fludarabine-
refractory CLL is bleak, with a median survival time 
of 10 months. Genetic high risk relates to patients with 
an unmutated VH status, which refers to lymphocytes 
that have transformed into a cancer cell before antigen 
selections.  Mutations or gene deletions of p53, a known 
tumor suppressor gene with high-risk genetic aberrations 
at 17p-, 11q-, +12q, and 13q-, also are associated with 

a variety of cancers. While most treatment options fail 
in these high-risk patients, intra-venous alemtuzumab 
has been shown to be effective and based on a remission 
rate of 33% and a median survival time of 16 months 
(Keating etal. Blood 2002), was approved for treatment 
of fludarabine-refractory cancer.

Since earlier studies had shown that the 
subcutaneous route of alemtuzumab administration 
was safe and efficacious as first-line treatment, the 
CLL2H study was initiated to evaluate the safety and 
efficacy of subcutaneous administration of alemtuzumab 
in fludarabine-refractory CLL patients, Stigenbauer 
said. These patients received 3 X 30 mg alemtuzumab 
subcutaneously weekly for a maximum of 12 weeks 
after intravenous dose escalation at 3 mg, 10 mg and 30 
mg.  The current interim analysis is based on the first 
50 consecutive patients enrolled until April 2004. Dose 
escalation was given in 46 persons, with subcutaneous 
continuation of therapy in 44 patients.

At a median followup time of 9.3 months, the 
overall response rate to alemtuzumab in these 44 
fludarabine-refractory CCL patients was 36%, with 
2% having a complete response (CR) and 34% having 
a partial response (PR), Stilgenbauer said. The median 
progression-free survival time was 9.7 months and 
median overall survival time was 13.1%.  

Analysis of genetic risk factors showed an 
unmutated VH status in 62% of patients and high-risk 
genomic aberrations in the majority of patients including 
29% with 17 p-, 29% with 11q-, 18% with +12q, 
and 16% with 13q-. Of particular note, genetic high 
risk subgroups appeared to respond to alemtuzumab.  
Responses, whether CR or PR, were seen in 14 of 27 
patients with unmutated VH, 5 of 13 individuals with 
11q- and 7 of 13 persons with 17p-.

Arsenic Trioxide in APL
The combination of all-trans retinoic acid (ATRA) 

(Versanoid, Roche) and arsenic trioxide (Trisenox, cti) 
is proving to be of great value as front-line therapy in 
newly diagnosed patients with acute promyelocytic 
leukemia (APL), according to Yuan-Fang Liu, a 
hematologist/oncologist, department of hematology, 
Shanghai Institute of Hematology, and Ruijin Hospital, 
Shanghai, China.

“The ATRA and arsenic trioxide combination for 
remission induction or maintenance therapy of APL 
brings much better results than either of the two drugs 
used alone in terms of the quality of complete remission 
and the status of disease-free survival,” said Liu.

To determine the value of front-line use of the 
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ATRA/arsenic trioxide combination in newly diagnosed 
patients with APL, an analysis of data from a recent 
prospective study involving the efficacy and safety 
of the ATRA/arsenic combination was carried out in 
newly diagnosed APL patients and in a historical cohort 
of previously treated APL patients. The current group 
of patients included 61 newly-diagnosed patients with 
APL since 2001, in whom 58 patients obtained CR. The 
historical cohort of patients included 146 APL patients 
registered in the Shanghai Institute of Hematology from 
the end of 1988 to 1993, in whom 120 patients had a 
CR.  All clinical and followup data were retrospectively 
collected by chart reviews and out-patient records.

Since 2001, the group of newly diagnosed patients 
received ATRA 25 mg/m2  and arsenic trioxide 0.15 mg/
kg daily till CR, and all patients received three courses of 
consolidation chemotherapy--daunorubicin plus Ara-C, 
homoharringtoning and Ara-C, and Ara-C. The patients 
then were treated with 5 cycles of sequential treatment 
of ATRA, arsenic trioxide, and oral 6-merceptopurine 
(6-mp) and/or methotrexate intravenously once a week 
for one month.

From 1988 to January 1993, the historical group 
received ATRA orally 60-80 mg divided into 3 doses 
every 8 hours per day until CR. From January 1993, 
ATRA was given as 30-45 mg or 60-80 mg orally in 3 
doses every 8 hours per day until CR.  No chemotherapy 
was given before January 1993.  Since then, hydroxyurea 
has been added for a maximum of 60 days. The study 
endpoint was the efficacy of the treatment protocol of 
the ATRA/arsenic trioxide combination on induction 
remission, molecular response, and relapse-free survival 
as compared with the historical controls results.

Although the ATRA/arsenic trioxide combination 
did not improve the hematological or molecular 
remission rates or reduce early mortality after remission, 
Liu said, it did induce a more rapid disease control in 
terms of days required for CR, 26.1 + 4.1 days for the 
ATRA/arsenic trioxide combo versus 36.3 + 13.7 in 
historical controls. Patients who received ATRA plus 
arsenic trioxide had a more significant decrease in 
PML-RARα transcripts, with a median fold reduction 
of 335.8 after remission induction and a 358,362.2 
median fold reduction after consolidation compared to 
historical controls.

In the post-remission therapy phase of the study, 
no relapses have occurred yet in the patients receiving 
ATRA/arsenic trioxide and chemotherapy and all 
patients remained alive without relapse for 20 to 39 
months after remission. In the historical cohort, 74 
of 120 patients remained in remission and 46 patients 

relapsed 5 to 38 months after CR with an actual 5-year 
relapse-free survival (RFS) rate of 28.4 + 6.1%.  A total 
of 22 patients died of disease with an actual 5-year 
overall survival (OS) rate of 67.0 + 7.4%.  

Tipifarnib in AML
Tipifarnib (Zarnesta, Johnson & Johnson 

Pharmaceutical R and D), a farnesyltransferase inhibitor 
(FTI) that selectively inhibits farnesylation of a number 
of intracellular substrate proteins such as Ras, is a novel 
outpatient treatment with activity in previously untreated 
poor-risk AML, said Jeffrey Lancet, a hematologist 
at the James P. Wilmot Cancer Center, University of 
Rochester, Rochester, New York.

“Clinical responses to tipifarnib were seen in 
patients who traditional have low response rates to 
standard chemotherapy, particularly the elderly with 
previously untreated poor-risk AML,” Lancet said. 
“Most importantly, response to tipifarnib appears to 
positively impact patient survival.”

Earlier studies with tipifarnib have demonstrated 
both clinical responses and excellent tolerability in 
patients with poor-risk or refractory AML. In an ongoing 
effort to evaluate the safety and efficacy of tipifarnib in 
such patients, a multicenter phase II trial of tipifarnib 
was carried out in untreated elderly patients with AML. 
The primary objective of the study was to determine the 
complete response rate of these patients to treatment 
with tipifarnib.  Secondary objectives included overall 
survival, duration of CR, toxicity rates, and measurement 
of markers of farnesylation in bone marrow cells.

A total of 171 patients were enrolled in the study, 
68 of whom were enrolled in a study extension phase for 
patients with poor-risk AML, aged 75 years or 65 to 74 
years with previous MDS. Tipifarnib was administered 
orally in an outpatient setting at a dose of 600 mg twice 
daily for 21 days, followed by a one to three week 
recovery period. Up to four cycles of tipifarnib were 
permitted in patients with CRs.

All 171 patients were evaluable for toxicity and 
151 patients were evaluable for response, Lancet said. 
The median age of patients in this study was 73 years 
and 77 patients were more than 75 years of age. An 
unfavorable karotype was present in 43% of these 
patients. There were 135 patients in the poor-risk cohort 
or 79% of the total study population.

The overall CR rate in evaluable patients was 
17%.  In the poor-risk cohort, the CR rate was 15%. The 
median duration of response in patients with confirmed 
CR was 31.5 weeks. The median overall survival for all 
patients was 22 weeks. Patients with a CR had a median 
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survival of 54 weeks with a 56% estimate of one-year 
survival, compared with 19 weeks and a 20.9% one-year 
survival estimate in those who did not achieve a CR. In 
a multivariate analysis, factors that adversely affected 
survival included age over 75 years and the presence of 
adverse cytogenetics.

Peptide Vaccine in Myeloid Leukemia
Vaccination with the PR1 peptide, a human 

leukemia-associated antigen, is safe and elicits both 
immunological and clinical responses in patients 
with refractory or relapsed myeloid leukemia, said 
Muzaffar Qazilbash, department of blood and marrow 
transplantation, University of Texas M.D. Anderson 
Cancer Center.

“Data from our study of myeloid leukemia patients 
showed complete molecular remission in some, which 
significantly improved progression-free survival,” 
Qazilbash said. “This is the first study to show complete 
molecular remission induced by peptide vaccination.”

The PR1 peptide is a nine amino acid HLA-
A2 restricted peptide derived from proteinase 3, an 
aberrantly expressed protein in myeloid leukemia cells. 
This can be presented to cytoxic T lymphocytes that 
preferentially kill leukemia over normal hematopoietic 
progenitors.

To determine the efficacy and safety of the PR1 
peptide, 35 patients with AML, CML, and MDS, all of 
which were refractory or relapsed, were vaccinated with 
PR1 peptide in an incomplete Freunds adjuvant and 
75 mg of granulocyte-macrophage colony-stimulating 
factor (GM-CSF). Patients were randomly assigned to 
receive one of three doses of PR1 peptide, at 0.25 mg, 
0.60 mg, or 1.0 mg every three weeks for a total of 
three injections. Patients were treated at a median of 26 
months from time of diagnosis and followup was one to 
four years. Immune responses were assessed by PR1/
HLA-A2 tetramer staining and intracellular interferon 
production, while clinical responses were determined 
by bone marrow biopsy before entering the study and 
three weeks after the final vaccination.

Immune responses were elicited in 60% (20 of 30) 
evaluable patients, Qazilbash said. In 16 patients with 
relapsed or refractory AML, there were four clinical 
responses, with three CR and one PR. All four of these 
patients remain in CR.  In 10 patients with CML, there 
was one cytogenetic CR. Three CML patients refractory 
to allogenic transplant, interferon, and imatinib had 
stable disease with some hematological improvement, 
since they were able to discontinue treatment with 
hydroxyurea and ana-grelide. In five patients with MDS, 

there was one PR.
Thirty-three percent of the evaluable patient 

population survived four years or longer, with this 
overall four-year survival reported in 14 of 20 patients 
with an immune response compared to 0 of 13 without 
an immune response. Progression-free survival for 
patients with or without immune responses was 6.4 
months versus 2.4 months respectively.

Genasense Added To Chemo
Improves Responses in CLL

By Lawrence M. Prescott
SAN DIEGO--The addition of oblimersen sodium 

(Genasense, Genta) to fludarabine/cyclophosphamide 
(Flu/Cy) chemotherapy significantly increased the 
proportion of major responses in patients with relapsed 
or refractory chronic lymphocytic leukemia (CLL), 
according to Kanti Rai, speaking at the American 
Society of Hematology annual meeting here earlier 
this month.

“Previous studies have shown that prolonged 
survival in CLL has been linked to the achievement 
of major response,” said Rai, chief of hematology/
oncology, Long Island Jewish Medical Center. “The 
results from this study suggest that Genasense is a 
promising addition to current treatment for patients 
with relapsed CLL.”

Preliminary studies showed that oblimersen 
sodium, an antisense oligonucleotide that targets 
Bcl-2, enhanced apotosis induced by fludarabine, 
dexamethasone, and rituximab in cultured CCL 
cells, Rai said. In a phase I study, oblimersen sodium 
demonstrated modest single-agent activity in CCL 
patients who had undergone extensive prior therapy. 
Based on this background information, a randomized, 
multicenter, phase III clinical trial was conducted in 
which 241 patients with advanced CLL were randomly 
assigned to receive Flu/Cy chemotherapy with or 
without oblimersen sodium. Approximately one-half 
of the patients in each group had failed three or more 
treatment regimens. All patients had previously received 
fludarabine and more than 85% had received either 
cyclophosphamide or some other alkylating agent.

The primary endpoint of the study was to assess 
whether the addition of oblimersen sodium would 
increase the proportion of patients who achieved 
complete remission (CR) or nodular partial remission 
(nPR) compared to chemotherapy alone, Rai said. 
Secondary endpoints included overall response rates 
(CR/nPR/PR), durable responses, response duration, 
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time-to-progression, clinical benefit, and safety.
With regard to the primary endpoint, 19 patients 

or 16% of those treated with oblimersen sodium plus 
Flu/Cy achieved a CR or an nNR (11 and 8 patients 
respectively), compared with 8 patients or 7% of those 
who received chemotherapy alone, Rai said. When 
partial responders (PR) were included, the overall 
response rate was similar in both treatment groups, 
being 41% for those treated with oblimersen plus Flu/Cy 
and 45% for Flu/Cy alone. Patients who had a CR or 
nPR received comparable amounts of Flu/Cy in both 
treatment groups, with a median of 5 cycles.  Patients 
who achieved only a PR, however, got significantly more 
chemotherapy in the Flu/Cy alone group, with a mean 
of 5.2 cycles versus 4.4 cycles.

For all responding patients, including those who 
achieved CR, nPR, or PR, the median time to response 
was significantly shorter for patients treated with 
oblimersen sodium plus Flu/Cy compared to those on 
Flu/Cy alone, 61 days versus 84 days respectively. For 
all patients, the median time-to-disease progression was 
not significantly different between the two treatment 
groups, 6.1 months vs 8.9 months respectively.

The median duration of response has not been 
reached for patients in either treatment group, presently 
at 16.8 months plus in those who received oblimersen 
sodium plus Flu/Cy versus 15.0 months plus in the 
Flu/Cy alone group,  Rai said. Three of the 19 major 
responders in the oblimersen sodium plus Flu/Cy 
treatment group have relapsed with progressive disease 
compared with two of eight major responders on Flu/
Cy alone. For patients treated with Flu/Cy, the median 
overall survival was 26.2 months.  For those in the 
oblimersen sodium plus Flu/Cy group, median survival 
has not yet been reached. 

Cancer Diagnostics:
Genomic Health Inc. Assay
Analyzes Breast Cancer
(Continued from page 1)
that worked best. The scientists created a formula that 
generates a “recurrence score” based on the expression 
patterns of these genes in a tumor sample. Ranging from 
1 to 100, the recurrence score is a measure of the risk 
that a given cancer will recur.

Prior to this research, analysis of the expression 
of genes was performed on tumor specimens that 
were frozen rather than on tissue prepared for routine 
pathologic evaluation (fixed and embedded). The 
expression analysis depended on measurement of 

RNA, and RNA is altered when tissues are fixed and 
embedded. Frozen tissues are generally not readily 
available in routine practice. Researchers at Genomic 
Health Inc. developed a method for performing these 
analyses on tissues embedded in paraffin wax. Their 
method allows them to use the altered RNA that is found 
in fixed tissue. 

The results validate the ability of the recurrence 
score to predict risk of recurrence. Using biopsy 
tissue and medical records from another NSABP 
tamoxifen trial, researchers divided 668 women into 
low, intermediate, and high risk of recurrence groups.  
Fifty-one percent were in the low risk group (with a 
score of less than 18); 22 percent were at intermediate 
risk (recurrence score 18 or higher but less than 31); 27 
percent were at high risk (a score of 31 or higher).

These risk group divisions correlated well with 
the actual rates of recurrence of breast cancer after 10 
years. There was a significant difference in recurrence 
rates between women in the low and high risk groups.  
In the low risk group, there was a 6.8 percent rate of 
recurrence at 10 years; in the intermediate and high 
risk categories these rates were 14.3 percent and 30.5 
percent, respectively. Up to a recurrence score of 
50, rates of recurrence increased continuously as the 
recurrence score increased. These trends held across 
age groups and tumor size. 

“These results were generated perhaps a decade 
earlier than would have been possible if the researchers 
had not had access to biopsy tissue from the NSABP 
trials,” said Sheila Taube, associate director of the NCI 
Cancer Diagnosis Program.

The same 21-gene test has also been used to predict 
how beneficial chemotherapy will be for women with 
estrogen receptor-positive, lymph node-negative breast 
cancer for women on tamoxifen in NSABP trials.  

In the treatment study, women with high recurrence 
scores, who are representative of about 25 percent of 
patients with this kind of breast cancer, had a large benefit 
from chemotherapy in terms of 10 year recurrence-free 
rates.  Women with low recurrence scores, who represent 
about 50 percent of these patients, derived minimal 
benefits from chemotherapy.  The group under study was 
not large enough to determine whether chemotherapy is 
detrimental to the low risk group.

“The test has the potential to change medical 
practice by sparing thousands of women each year from 
the harmful short- and long-term side effects associated 
with chemotherapy,” said JoAnne Zujewski,  senior 
investigator in the NCI Cancer Therapy Evaluation 
Program.
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Blacks, Whites Have Same
Contralateral Breast Cancer
Risk While On Tamoxifen

African American and white women with breast 
cancer have the same risks of getting cancer in the other 
breast while on the drug tamoxifen, according to a study 
in the Dec. 1, Journal of the National Cancer Institute 
by scientists at the National Cancer Institute. 

The benefits of tamoxifen, including protection 
against cancer in the second breast (contralateral breast 
cancer), have been demonstrated in previous studies 
whose subjects were predominantly white.

Tamoxifen stops or slows the growth of cancer 
cells in the breast by interfering with the activity of 
estrogen, a hormone some breast cancers need to grow. 
Chemotherapy and tamoxifen are given to women with 
early stage breast cancer to treat cancer cells throughout 
the body and to prevent the cancer from coming back. 
Tamoxifen can also prevent contralateral breast cancers.  
Large trials have shown that women with early stage 
breast cancer who are treated with this drug for five 
years have a 47 percent reduced rate of contralateral 
breast cancer.

But these studies also have shown a small increase 
in the number of blood clots in women taking tamoxifen, 
especially when it is taken during chemotherapy. Blood 
clots can be deadly, leading to strokes, for example, or 
blocking the lungs’ supply of blood from the heart.

Worta McCaskill-Stevens, the study’s lead author 
and a medical oncologist in NCI’s Division of Cancer 
Prevention, said, “There have been concerns about 
the association of blood clots with tamoxifen because 
while few data exist on the effects of tamoxifen on 
African American women, greater rates of obesity and 
cardiovascular disease in this population leave them 
more vulnerable to blood clots than white women.”

For their study, McCaskill-Stevens and her 
colleagues at the National Surgical Adjuvant Breast 
and Bowel Project analyzed data from 13 clinical trials 
of tamoxifen performed by the NSABP. On their own, 
none of these studies included enough African American 
women for scientists to determine whether tamoxifen 
affects them differently. Together, these trials include 
20,878 women, of whom 1,842 are African American. 
The NCI scientists did two analyses of the data: one 
to determine the effect of tamoxifen on contralateral 
breast cancer in white and African American women, 
the other to determine the effect of tamoxifen on the 
rates of blood clot-related events in African American 
and white patients.

Because of evidence that tamoxifen is primarily 
effective in treating estrogen receptor-positive breast 
cancers—cancers whose cells have a surface protein 
that estrogen can attach to—McCaskill-Stevens’ group 
included only women with this kind of cancer in its 
analysis of contralateral breast cancer rates.  This group 
included 10,619 women. Race had no effect on the rate 
of contralateral breast cancers, and the reduced rate of 
contralateral cancer due to tamoxifen treatment was the 
same in both races.

For their study of the incidence of blood clot-
related events, the researchers analyzed data from all 
20,878 women in the trials. Race had an effect on the risk 
of these events (blood clot-related events were greater 
in African Americans) but the effect of tamoxifen on the 
rates was not different according to race. 

Body mass index was a risk factor for both 
contralateral breast cancer and blood clots.  Age was 
associated with an increased risk of blood clots, while 
the number of lymph nodes infiltrated by cancer cells 
increased the risk of contralateral cancers. The latter is 
contrary to previous studies, most of which have shown 
no such association.

Based on these results, McCaskill-Stevens said, 
“African American and white women appear to have the 
same risks of breast cancer and blood clots in response 
to tamoxifen.” She believes their data demonstrate 
“the need to assess an individual woman’s health and 
personal history to determine the benefits and risks of 
prescribing tamoxifen to prevent breast cancer.”

Cancer Screening:
Of Smokers Screened With CT
In Study, 7% Have Lung Cancer

One in three smokers or former smokers screened 
for lung cancer at a baseline and one year follow-up visit 
using a recent advance in computed tomography tested 
positive according to a new study. Of those, 12 percent 
had lung biopsies, and 7 percent were diagnosed with 
lung cancer. 

The findings, along with detailed characterizations 
of practiced follow-up patterns, appear in the Jan. 1, 
2005 issue of CANCER, a peer-reviewed journal of the 
American Cancer Society.

Low dose spiral computed tomography (LDCT) is 
currently being evaluated as a more effective alternative 
to chest radiographs for lung cancer screening through 
the National Lung Cancer Screening Trial (NLST). 
LDCT can identify small lesions than x-ray, however, 
studies have yet to show any improvement in lung cancer 
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NCI-Approved Clinical Trials
The National Cancer Institute’s Cancer Therapy 

Program approved the following clinical research 
studies last month. For further information about a study, 
contact the principal investigator listed. 

Phase I 
Dose-Finding Trial of the Histone Deacetylase Inhibitor 

MS-275 in Combination with5-Azacytidine in Patients with 
Myelodysplastic Syndromes, Chronic Myelomonocytic 
Leukemia and Acute Myeloid Leukemia. Johns Hopkins 
University, protocol 6591, Gore, Steven, phone 410-955-
8781.

Phase I Study of CCI-779 in Combination with Imatinib 
Mesylate in Chronic Myelogenous Leukemia. University of 
California Medical Center at Irvine, protocol 6619, Ong, 
Tiong, phone 949-824-2808.

Phase I Trial of the Combination of Oxaliplatin and 
Etoposide in Recurrent or Refractory Pediatric Solid Tumors 
and Lymphomas. Saint Jude Children’s Research Hospital, 
protocol 6634, McGregor, Lisa, phone 90-495-3300.

Phase I Study of Therapy with the Farnesyl Transferase 
Inhibitor R115777 (Zarnestra) Combined with Conventional 
Induction and Consolidation chemotherapy for Previously 
Untreated Patients Over Age 55 with Acute Myeloid 
Leukemia. Princess Margaret Hospital Phase II Consortium, 
protocol 6670, Brandwein, Joseph, phone 416-946-2824.  

Phase I Trial of Tailored Radiation Therapy with 
Concomitant Cetuximab and Cisplatin in the Treatment of 
Patients with Cervical Cancer. Gynecologic Oncology Group, 

Insulin For Diabetes Increases
Risk Of Colorectal Cancer

Patients with type 2 diabetes mellitus who require 
long-term insulin therapy are at a significantly increased 
risk for colorectal cancer, according to a new study.

Results of this retrospective cohort study, conducted 
on 24,918 people with type 2 diabetes, suggest that those 
who received more than three years of insulin therapy 
during the follow-up period of the study have more than 
three times the risk of developing colorectal cancer than 
those who did not receive insulin therapy. 

The prevalence of type 2 diabetes is at epidemic 
proportions and many patients will eventually require 
insulin therapy to manage their disease. 

“It is yet to be determined whether the increased 
risk of colorectal cancer is due to a growth promotional 

effect of exogenous insulin, the severity of type 2 diabetes 
mellitus, or both,” said Yu-Xiao Yang, of the University 
of Pennsylvania School of Medicine and lead author of 
the study published in the American Gastroenterological 
Association’s journal Gastroenterology. “However, 
we are hopeful that the identification of this group of 
patients at a significantly higher risk of developing 
colorectal cancer will lead to more effective cancer 
prevention efforts.”

Patients should not discontinue insulin therapy as 
a result of this study, but should ask their doctors about 
the highly effective colorectal cancer screening methods 
currently available. If confirmed in additional studies, 
practicing physicians should consider long-term insulin 
therapy as a marker of elevated colorectal cancer risk. 

Further studies are needed to determine whether a 
more stringent colorectal cancer screening program is 
needed in this population. “At this point, we advocate 
for strict adherence to the existing colorectal cancer 
screening guidelines in this patient population, as these 
measures can effectively reduce the risk of developing 
colorectal cancer,” Yang said. 

mortality using the test.
Paul Pinsky, of the U. S. National Cancer Institute, 

and his colleagues reviewed medical records pertaining 
to the follow-up of more than 1,500 current or former 
smokers who received LDCT as part of the Lung 
Screening Study, a multi-center pilot study testing the 
feasibility of a large-scale nationwide trial. 

The researchers say 522 were found to have 
abnormal lung findings. Of those, 12 percent underwent 
biopsy, 55 percent had a follow-up CT scan but no 
biopsy, 12 percent were compared to prior x-ray or CT 
scan, 4 percent had only a clinical exam, and 3 percent 
received no follow-up. A total of 37 of the 522 subjects 
(7 percent) were diagnosed with lung cancer within a 
year of the first positive screen.

The investigators found that only a minority of 
subjects received a diagnostic work-up according to 
published algorithms. While biopsy was less likely the 
smaller the nodule size, surprisingly, the more positive 
LDCTs the radiologist identified, the lower the rate of 
the use of biopsy for diagnostic follow-up.

Also, few subjects received follow-up CT in the 
time commonly recommended for nodule size. For 
example, only 11 percent of subjects with 4-9mm 
nodules and 24 percent with 10+mm nodules received 
a follow-up CT within the recommended 4 months.

In describing the patterns of diagnostic follow-
up for people with abnormal findings on LDCT, the 
authors conclude, the “data may be useful in estimating 
the potential burden and cost of CT screening and in 
evaluating whether practitioners are generally following 
reasonable procedures in their work-up of positive CT 
screens.”
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Oncology Group Jakacki, Regina, phone 412-692-5055.
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