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Purpose: The ACOSOG (American College of Surgeons Oncology
Group) Z9001 (Alliance) study, a randomised, placebo-controlled
trial, demonstrated that 1 year of adjuvant imatinib treatment
prolonged recurrence-free survival (RFS) after resection of the
primary GI stromal tumour (GIST). We sought to determine the
pathological and molecular factors associated with this patient
outcome. Patients and Methods: There were 328 patients
assigned to the placebo arm and 317 to the imatinib arm. Median
patient follow-up was 74 months. There were 645 tumour speci-
mens available for mitotic index or mutation analysis. Results: RFS
was better in the imatinib arm (hazard ratio, 0.6; 95% CI, 0.43 to
0.75; Cox model-adjusted P<0.001). On multivariable analysis of
patients in the placebo arm, large tumour size, small bowel location
and high mitotic index were associated with lower RFS, whereas
tumour genotype was not significantly associated with RFS.
Multivariable analysis of patients in the imatinib arm yielded similar
findings. Comparing the 2 arms, imatinib treatment was associated
with higher RFS in patients with a KIT exon 11 deletion of any type,
but not a KIT exon 11 insertion or point mutation, KIT exon 9 muta-
tion, PDGFRA mutation, or wild-type tumour, although some of
these patient groups were small. Adjuvant imatinib did not seem to
alter overall survival. Conclusions: Tumour size, location and mitotic
activity, but not tumour genotype, are associated with the natural
history of GIST. Patients with KIT exon 11 deletions given 1 year of
adjuvant imatinib had longer RFSs. 

Reviewer’s opinion: Gastrointestinal stromal tumours (GISTs) are
uncommon mesenchymal tumours of the gut, and the prognosis of
advanced GISTs has been revolutionised by the efficacy of imatinib,
targeting aberrant cKIT signalling, with an expected overall survival
of in excess of 5 years.  Imatinib has been studied in the adjuvant
setting after primary GIST resection and Phase III trial evidence
suggests that 3 years of adjuvant treatment for GISTs with adverse
features improves overall long-term survival.  This study reports on a
translational sub-study from the ACOSOG Z9001 trial aimed at
correlating prognosis without treatment and benefit of adjuvant
therapy with imatinib and the molecular and histopathological
features of the tumours.  The Z9001 study showed a significant
reduction in risk of tumour recurrence (without any effect on overall
survival) with one year of adjuvant therapy, which led to regulatory
approval for imatinib for 1 year in resected primary GI stromal
tumours.  The results confirmed that the ‘conventional’ risk factors
for recurrence were tumour size, non-gastric (i.e. small bowel,
rectum) tumour location and mitotic index.  By studying the placebo
group, the authors were able to show that, in univariate analysis,
the presence of a KIT exon 11 deletion was associated with a higher
risk of recurrence.  Patients with a mutation in KIT exon 11 seemed
to benefit more from adjuvant imatinib therapy than patients with
KIT and PDGFRA wild-type tumours but this was restricted to
patients with exon 11 deletions rather than point mutations or
insertions.  However, the dose of imatinib was 400 mg daily; there is
certainly evidence in advanced disease that a higher dose of 800 mg
daily is required for patients harbouring this mutation.  Overall, this
study shows the importance of the molecular pathology of early

GISTs in response to adjuvant therapy in parallel with the situation
for advanced disease.  Indeed, the nature as well as the location of
the genetic lesions may influence benefit from imatinib.. – AR
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Purpose: Patient-reported outcomes may help inform treatment
choice in advanced/metastatic renal cell carcinoma (RCC), particu-
larly between approved targeted therapies with similar efficacy. This
double-blind cross-over study evaluated patient preference for
pazopanib or sunitinib, and the influence of health-related quality
of life (HRQoL) and safety factors on their stated preference.
Patients and Methods: Patients with metastatic RCC were
randomly assigned to pazopanib 800 mg per day for 10 weeks, a 2-
week washout, and then sunitinib 50 mg per day (4 weeks on, 2
weeks off, 4 weeks on) for 10 weeks, or the reverse sequence. The
primary end-point, patient preference for a specific treatment, was
assessed by questionnaire at the end of the 2 treatment periods.
Other end-points and analyses included reasons for preference,
physician preference, safety, and HRQoL. Results: Of 169 randomly
assigned patients, 114 met the following prespecified modified
intent-to-treat criteria for the primary analysis: exposure to both
treatments, no disease progression before cross over, and comple-
tion of the preference questionnaire. Significantly more patients
preferred pazopanib (70%) than sunitinib (22%); 8% expressed no
preference (P<0.001). All preplanned sensitivity analyses, including
the intent-to-treat population, statistically favoured pazopanib. Less
fatigue and better overall QoL were the main reasons for preferring
pazopanib, with less diarrhea being the most cited reason for prefer-
ring sunitinib. Physicians also preferred pazopanib (61%) than suni-
tinib (22%); 17% expressed no preference. Adverse events were
consistent with each drug’s known profile. Pazopanib was better
than sunitinib in HRQoL measures measuring fatigue, hand/foot and
mouth/throat soreness. Conclusions: This innovative cross-over trial
showed a significant patient preference for pazopanib ccompared to
sunitinib, with HRQoL and safety as key influencing factors.  

Reviewer’s opinion: The management of metastatic clear cell renal
cell carcinoma underwent a paradigm shift in 2007 from
immunotherapy with α-interferon to targeted therapies inhibiting
signalling in the VEGF pathway (amongst others) with a better
objective response rate and median progression free survival with
sunitinib compared to α-interferon in a randomised Phase III trial.
Both sunitinib and pazopanib are anti-angiogenic tyrosine kinase
inhibitors and have robust Phase III efficacy in this disease.  In this
context, as many patients are under treatment for almost a year,
tolerance and adverse effects on QoL become particularly important.
By studying patient preference, QoL and adverse events over a 10
week period for each drug (sequential, with a 2 week wash-out
period), almost three quarters of the patients preferred pazopanib,
which reduced fatigue, stomatitis and hand-foot syndrome, as well
as taste disturbance.  This is an important study that has examined
patient-centered outcome in terms of patient preference. However,
only about three-quarters of the study population completed the
preference questionnaire and the 10 week trial for each drug was
relatively short.  The single-point of preference assessment may also
have favoured pazopanib as sunitinib is administered in a 4 weeks-
on-2 weeks off schedule. – AR
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Background: Adjuvant therapy with an aromatase inhibitor improves outcomes
compared with tamoxifen in postmenopausal women with hormone-
receptor–positive breast cancer. Methods: In two phase 3 trials, we randomly
assigned premenopausal women with hormone-receptor–positive early breast
cancer to the aromatase inhibitor, exemestane, plus ovarian suppression or tamox-
ifen plus ovarian suppression for 5 years. Suppression of ovarian estrogen produc-
tion was achieved with the gonadotropin-releasing hormone agonist, triptorelin,
oophorectomy, or ovarian irradiation. The primary analysis combined data from
4690 patients in the two trials. Results: After a median follow-up of 68 months,
disease-free survival at 5 years was 91.1% in the exemestane–ovarian suppression
group and 87.3% in the tamoxifen–ovarian suppression group (hazard ratio for
disease recurrence, second invasive cancer, or death, 0.72; 95% confidence interval
[CI], 0.60 to 0.85; P<0.001). Freedom from breast cancer at 5 years was 92.8% in
the exemestane–ovarian suppression group compared with 88.8% in the tamox-
ifen–ovarian suppression group (hazard ratio for recurrence, 0.66; 95% CI, 0.55 to
0.80; P<0.001). With 194 deaths (4.1% of the patients), overall survival did not
differ significantly between the two groups (hazard ratio for death in the exemes-
tane–ovarian suppression group, 1.14; 95% CI, 0.86 to 1.51; P=0.37). Selected
adverse events of grade 3 or 4 were reported for 30.6% of the patients in the
exemestane–ovarian suppression group and 29.4% of those in the
tamoxifen–ovarian suppression group, with profiles similar to those for post-
menopausal women.Conclusions: In premenopausal women with hormone-
receptor–positive early breast cancer, adjuvant treatment with exemestane plus
ovarian suppression compared with tamoxifen plus ovarian suppression significantly
reduced recurrence.

Reviewer’s opinion: Use of aromatase inhibitors (AI) as an adjuvant treatment in
the oestrogen receptor-positive, post-menopausal age group of breast cancer
patients has been the current accepted gold standard worldwide. Though the
majority of the patients recruited in the trials comparing adjuvant AI versus tamox-
ifen had natural menopause, a subset of patients were selected following artificial
menopause. Ovarian suppression with or without hormonal therapy in younger pre-
menopausal women proved similar to adjuvant CMF. The results confirm that an AI
exemestane is better than tamoxifen following ovarian suppression in pre-
menopausal oestrogen receptor-positive breast cancer patients, particularly those
also given with adjuvant chemotherapy. However, whether PFS gain will eventually
translate into significant long-term survival imporvement remains to be seen.
Similarly, superiority of adjuvant tamoxifen plus ovarian suppression compared to
tamoxifen alone is still unproven in the pre-menopausal age group. Unfortunately,
sexual dysfunction, musculo-skeletal discomfort, fractures and osteoporosis were
more common with exemestane, which may be of greater significance and rele-
vance than hot flushes with tamoxifen in younger females. These results offer
another management option to the pre-menopausal age group with high risk
breast cancer patients requiring chemotherapy which might further reduce the risk
of relapse. – SU

JOURNAL REVIEWS

PANEL OF JOURNAL REVIEWERS
Dr Qian An, PhD MD, Senior Research Fellow, Portsmouth University, UK.
Mr Mriganka De, FRCS (ORL-HNS), Consultant ENT Head & Neck/Thyroid Surgeon, Derby Royal Hospital, UK.
Ms Helen Evans, Senior Lecturer in Cancer Nursing, Institute of Nursing and Midwifery, University of Brighton, UK.
Mr Tasadooq Hussain, BA(Edu.) (MD) MRCS a Clinical Research Fellow Breast Surgery at Castle Hill Hospital, Hull
and Eat Yorkshire Hospitals NHS, UK.
Richard Novell, MChir FRCS, Consultant Coloproctologist, The Royal Free Hospital, London, UK.
Xinchao Pan, postdoctoral fellow, Department of Internal Medicine, Division of Nephrology in UT Southwestern
Medical Center, Dallas, TX , USA.
Dr Ankit Rao, ST5 in Medical Oncology, West Midlands Deanery, Birmignham, UK.
Dr Sunil Upadhyay, Consultant Clinical Oncologist, Queen’s Centre for Oncology, Castle Hill Hospital, Hull, UK.


