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Expertise counts in
diagnostic ultrasound
for ovarian cancer
� The Lancet Oncology

Using expert ultrasonographers over regular
operators for diagnosing ovarian cancer

results in a significant reduction in the overall
number of diagnostic procedures required and
reduces lengthof inpatient hospital stays, accord-
ing to a recent study.

The established way to distinguish benign
from malignant tumours in the region of the
uterus, ovaryor fallopian tubes (knownasadnexal
tumours) is assessmentof structural features (such
as wall structure, blood vessels and presence
of fluid) using ultrasound. Ultrasonography,
however, is subject to substantial interobserver
variability, with experienced operators being sig-
nificantlymoreaccurate in their diagnosis than the
less experienced.

The study set out to assess whether the level
of operator skill had a measurable impact on
patient management. Overall, 150 patients with
suspectedovarian cancer, referred to the regional
gynaecological cancer centre at Guy’s and
St Thomas’ NHS Foundation, London, between
3 May 2004 and 15 February 2007, were ran-
domised to level III (expert) ultrasonography (n=77)
or level II (routine) ultrasonography (n=73). Level
III ultrasonographywas undertaken by gynaecol-
ogists with a special interest in gynaecological
ultrasound who had more than 10 years’ experi-
ence in theprocedure;while level II ultrasonogra-

scanning might have been even greater if it had
been used in the primary assessment of ovarian
pathology. “Increased confidence in the diagno-
sis of benign ovarian lesions is likely to decrease
the need for additional diagnostic tests, such as
MRI or serum CA-125 concentration, and also
decreases the number of referrals to regional
cancer centres,” they write.

� Effect of quality of gynaecological ultra-

sonography on management of patients with

suspected ovarian cancer: a randomised controlled

trial. J Yazbek, SK Raju, J Ben-Nagi et al. Lancet

Oncol February 2008, 9:124–131

PET scans are better
than CT for measuring
sarcoma response
� Clinical Cancer Research

Positron emission tomography (PET) – a typeof
scanning that assesses the activity of cells in

thebody– ismuchmore sensitive andmoreaccu-
rate than conventional imaging methods in
detecting responses to treatment in patientswith
sarcoma, according to one of the first studies to
look at this issue.

The study compared PET scanningwith CT in
42 patientswith high-grade soft tissue sarcomas.
Scans were taken before and after the patients
were treatedwith chemotherapy, prior to surgery
to remove their tumours. The researchers
measured the metabolic or chemical activity of

phywasundertakenbyultrasonographers trained
ingynaecological ultrasonography. For all patients,
both transvaginal and transabdominal scanswere
undertaken to ensure complete assessment of
the entire abdominal cavity.

Results showed thenumber ofmajor surgi-
cal staging procedures for presumed ovarian
cancer undertaken inwomen screened by level
III ultrasonography was 17 of 77 (22%), com-
paredwith27of 73 (37%) for those screenedby
level II ultrasonography (P=0.049). Therewasalso
a reduction in follow-upprocedures after expert
sonography,with themediannumberof follow-
up scans being two (range 0–5) in the level II
group, compared with one (0–4) in the level III
group (P=0.0004). “This finding is likely to be the
consequenceof thegreatly increasedproportion
ofpatients inwhomaconclusivediagnosisof the
natureof the adnexal tumourwaspossible from
level III ultrasonography compared with level II
ultrasonography,” write the authors.

Furthermore, results showed that a histolo-
gical diagnosiswasprovided to clinicians for 76of
77 patients (99%) in the level III group compared
with only 38 out of 73 patients (52%) in the level
II group (P<0.0001). The total number of surgical
procedureswas similar in the twogroups–35of73
(48%) in the level II groupversus33of77 (43%) in
the level III group (P=0.53). However, the number
ofminimally invasiveprocedureswashigher for the
level III group than the level II group. This,write the
authors, is likely tohave contributed to the signif-
icant decrease in the median duration of hospital
stay forpatients in theexpert level III group (5days;
range 1–9 vs 6 days; range 3–13).

The authors add that the effect of expert
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the tumour cells using a specific PET probe that
assesses glucose metabolism. This allowed them
to determine whether the cancer cells were still
alive and dividing after treatment. After remov-
ing the tumours during surgery, they analysed the
cells directly to assess whether chemotherapy
had affected their activity.

Assessing the effects of chemotherapy in
people with sarcomas has previously been dif-
ficult, because the standard measure for
response to cancer treatment –Response Eval-
uation Criteria in Solid Tumors (RECIST) – has
proved unreliable in these cancers. Using this
method, patients are scanned by CT or MRI to
assesswhether a tumourhas shrunk in response
to treatment. Previous research has shown that
treatmentmay change the activity of sarcoma
tumour cells in away that improves a patient’s
survival, even though a change in tumour size
is not apparent using RECIST criteria. This has
important implications for patients, because
theymaybe takenoff a treatment that is poten-
tially improving their prognosis, because their
tumour is not shrinking.

“Weknewfromour experiencewithneoadju-
vant therapy in sarcoma patients that measuring
tumour size correlated poorly with response,”
explained Fritz Eilber, director of theSarcomaPro-
gramat the Jonsson Comprehensive Cancer Cen-
terat theUniversityofCaliforniaat LosAngeles, and
one of the authors of the new study. “We have
removedmany tumours thathavenot changed in
size with treatment, or have even grown, but are
completely dead on pathologic analysis. Just
because the tumour doesn’t shrink doesn’t mean
the treatment didn’t work,” he added.

Results from the study showed that PET
scanningwasmuchmore accurate in detecting
response to chemotherapy in sarcomas than
conventional scanning. PET scanning identi-
fied all of the patients whose tumour cells
responded to treatment. In contrast, using stan-
dard tumour-size based criteria (RECIST) iden-
tified only one in four patients (25%) whose
tumour cells had responded.

The study findings have important implica-
tions, say the researchers. “PET should be used to
monitor treatment response in patients with
high-grade soft tissue sarcomas,” they conclude.

� Reduction of glucose metabolic activity is more

accurate than change in size at predicting

histopathologic response to neoadjuvant therapy

in high-grade soft-tissue sarcomas. V Evilevitch,

WAWeber,WDTap et al.Clin Cancer Res 1 February

2008, 14:715–720

Minimally invasive
staging procedure
works in lung cancer
� JAMA

Anevaluationof severalmethodsof endoscopic
biopsy suggests aminimally invasiveapproach

can accurately stage suspected lung cancer. A
combined approach using two different endo-
scopic procedures has been shown to provide the
most accuratemethod of diagnosis.

Accurate staging of lung cancer is recognised
as critical for the selection of optimal therapy.
Patients without evidence of mediastinal lymph
node metastases are generally offered surgical
resection,whereasthosewithmetastasesaretreated
withchemoradiotherapy (withorwithout surgery).

Noninvasive stagingwith chest CT or PET has
been associated with high rates of false-positive
and false-negative results. TheAmericanCollegeof
Chest Physicians therefore recommends invasive
stagingof themetastaticmediastinal lymphnodes,
a surgical procedure requiringgeneral anaesthesia
that carries a 2% risk ofmajormorbidity.

More recently, less invasive methods have
emerged, including blind transbronchial needle
aspiration, endobronchial ultrasound-guided fine-
needle aspiration, and transoesophageal endo-
scopic ultrasound-guided fine-needle aspiration.

In the JAMA study, Michael Wallace and col-
leagues, fromtheMayoClinicCollegeofMedicine
in Florida, compared the diagnostic accuracy of
each of these endoscopic staging procedures. The
study involved 138 suspected lung cancer cases
seen consecutively between November 2004 and
October 2006, with each patient undergoing the
three procedures sequentially in a single com-
binedprocedure. Pathologic confirmationandclin-
ical follow-up took place at 6–12months.

Results showed that42patients (30%)hadmalig-
nant lymphnodes. Theendobronchial ultrasound-
guidedaspirationmethodwasmore sensitive than
the blind transbronchial procedure, detecting 29
(69%) versus 15 (36%)of the42malignant lymph
nodes (P=0.003). Transoesophageal aspirationalso
detected 29. Combining the ultrasound-guided
endobronchial and the transoesophageal endo-
scopic procedures detected 10 more malignant
nodes than eithermethod used alone.

If mediastinoscopy had been performed only
when the results of the endobronchial and trans-
oesophageal endoscopicprocedureswerenegative,
write the authors, an invasive procedure could
have been avoided in 28%of patients (39/138).

“If these data are confirmed by other stud-
ies, they thus suggest that endoscopic ultra-
sound-guided fine-needle aspiration plus
endobronchial ultrasound-guided fine-needle
aspiration… may be an alternative method for
surgical staging of themediastinum in patients
with suspected lung cancer,” they conclude.

� Minimally invasive endoscopic staging of suspected

lung cancer. M Wallace, JMS Pascual, M Raimondo

et al. JAMA 6 February 2008, 299:540–546

Ki-67 does not predict
response to adjuvant
breast cancer treatment
� Journal of the National Cancer Institute

In breast cancer, having a high percentage of
tumourcells expressing theproliferationantigen

Ki-67 – a high tumour Ki-67 labelling index – has
been foundtobeassociatedwithpoordisease-free
survival but, according toa retrospectiveanalysis, it
does not predict response to adjuvant treatment.

Expression of the Ki-67 antigen indicates
cells in the active phase of the cycle. Several
small studies have reported that a high Ki-67
labelling index predicts better response to
neoadjuvant chemotherapy.

To investigate whether the Ki-67 labelling
index could also be used to predict response to
adjuvant chemoendocrine therapy,GiuseppeViale
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and colleagues from the European Institute of
Oncology,Milan, undertooka retrospectiveassess-
mentofKi-67expression in tumour samples from
the International BreastCancer StudyGroup trials
VIII and IX. The two large randomised trials, con-
ducted between 1988 and 1999, compared
endocrine therapyaloneversusCMFchemotherapy
(cyclophosphamide, methotrexate, and 5-fluoro-
uracil) followed by endocrine therapy among
pre/perimenopausal (trialVIII) andpostmenopausal
(trial IX) breast cancerpatientswithnode-negative,
hormone-receptor-positive disease.

The team assessed 1,924 formalin-fixed
paraffin-embedded samples for Ki-67 labelling
index, using the mouse monoclonal antibody
MIB-1. They found Ki-67 levels could not be
usedtopredictwhichpatientsbenefited fromthe
additionof chemotherapy to endocrine therapy
in the adjuvant setting. Results did show, how-
ever, that a high Ki-67 labelling indexwas asso-
ciatedwithaworsedisease-free survival among
bothpostmenopausalwomen(trial IX; recurrence
ordeathHR1.60,95%CI1.26–2.03,P<0.001)and
pre/perimenopausal women (trial VIII; HR 1.66,
95%CI 1.20–2.29, P=0.002).

Other biomarkers are needed to definewhich
women with endocrine-responsive node-nega-
tiveearlybreast cancerbenefit fromtheadditionof
adjuvant chemotherapy to endocrine therapy, the
authors conclude.

In an accompanying editorial, Matthew Ellis
from Washington University, St Louis, Missouri,
wrote, “This result is strikingbecause it indicates that
patientswithaggressivenode-negativehormone-
receptor-positivebreast tumourswhohaveahigh
growthfraction–thepatientsmost inneedofaddi-
tional therapy – obtain no extra benefit from the
additionof cyclophosphamide,methotrexate, and
5-fluorouracil to their endocrine regimen.”

� Predictive value of tumor Ki-67 expression in two

randomized trials of adjuvant chemoendocrine therapy

for node-negative breast cancer. G Viale, MM Regan,

MGMastropasqua et al, on behalf of the International

Breast Cancer Study Group. J Natl Cancer Inst

6 February 2008, 100:207–212

� Improving outcomes for patients with hormone

receptor–positive breast cancer: back to the drawing

board [editorial]. MJ Ellis. ibid pp159–161

mechanism and appropriate treatment of
sorafenib-induced hypertension,” they add.

� Incidence and risk of hypertension with sorafenib

in patients with cancer: a systematic review and meta-

analysis. S Wu, J J Chen, A Kudelka et al. Lancet

Oncol February 2008, 9:117–123

Androgen suppression
therapy does not benefit
patients with comorbidity
� JAMA

Adding androgen suppression therapy (AST) to
external radiation treatment increases overall

survival in men with high-risk locally advanced
prostatecancer, but, accordingtoa recent study, the
benefits arenot seen inpatientswithcomorbidities.

Several randomised trials have documented
increased survival when AST is combined with
external beamradiation therapy (RT), compared to
RTalone, in localisedand locally advancedprostate
cancer. As a result, combination treatment has
become the standard of care. However, pooled
analyses of randomised studies suggest that, in
older men, AST administration can be associated
with an increased risk of cardiovascular events.

Anthony D’Amico and colleagues from
Brigham and Women’s Hospital and Dana Farber
Cancer Institute, Boston,Massachusetts, set out to
investigatewhether survivalbenefits inmenunder-
going AST in combination with RT varied accord-
ing to their comorbidity illness profiles.

In all, 206 men (median age 72.5 years) with
clinically localised or locally advanced non-
metastatic prostate cancer and at least one
unfavourable prognostic factor were randomised
to treatment with RT or RT plus AST. Each patient
was assignedabaseline comorbidity score, graded
on a scale of 0 (none) to 3 (severe).

After a median follow-up period of 7.6 years,
results showedasignificant increase intheriskofall-
causemortality inpatients receivingRTalonecom-
paredwith thegroupreceivingbothRTandAST (44
vs 30 deaths, HR1.8, 95%CI 1.1–2.9, P=0.01).

Whenasubgroupanalysiswasundertaken, the

Sorafenib patients require
monitoring for hypertension
� The Lancet Oncology

Patients taking sorafenib (Nexavar) need close
monitoringand treatment forhighbloodpres-

sure to prevent cardiovascular complications,
according to a recent study.

Sorafenib is a multikinase inhibitor used to
extendsurvival inpatientswithadvanced renal cell
cancer (RCC) and hepatocellular cancer. Hyper-
tensionhas beennoted in trials,with an incidence
ranging from16%tomore than42%.Otherangio-
genesis inhibitors, includingbevacizumab (Avastin)
and sunitinib (Sutent), have also been associated
with hypertension.

With theaimofunderstanding theoverall risk
forhypertension inpatientsonsorafenib,Shenhong
Wuandcolleagues fromTheUniversityofNewYork
conducteda systematic reviewandameta-analy-
sisusingdatabases includingMEDLINE, theWebof
ScienceandabstractspresentedatASCOmeetings.
Overall the teamidentifiedninestudies, includinga
total of 4,599 patients with RCC or other solid
tumours meeting the criteria of patients being
assigned single-drug sorafenib at 400mg twice
daily, with data on hypertension available.

Results showedthat the incidenceofall-grade
hypertension was 23.4% in patients receiving
sorafenib, with a 5.7% incidence of high-grade
hypertension. Sorafenib treatmentwasassociated
withasix-fold increasedriskofdevelopingall-grade
hypertension comparedwith controls.

Initially the authors had speculated that RCC
would be associated with a greater risk of hyper-
tension thannon-RCCmalignancies, onaccountof
previousnephrectomyand renal dysfunction. This,
however,wasnot found tobe the case. “Apossible
explanation… is that the increase inbloodpressure
andhypertension inducedbysorafenib is sopromi-
nent that the riskassociatedwithRCC isnotevident
in this setting,” write the authors.

Early detectionandeffectivemanagementof
hypertensionmightallowfor saferuseof sorafenib,
conclude the authors. “The hypertensive and car-
diovascular sideeffectsof sorafenibneed thorough
post-marketing surveillance and reporting, and
future studies will be needed to identify the
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increased risk inall-causemortality formenreceiv-
ingRTaloneappliedonly to thosewithnoormin-
imal comorbidity (31 vs 11 deaths, HR 4.2, 95%CI
2.1-8.5, P=0.001). Among men with moderate or
severe comorbidity, 13 of those randomised to RT
alone died, compared with 10 randomised to RT
plus AST (HR 0.54, 95%CI 0.27–1.10, P=0.08).

“The clinical significanceof this finding is that
preexistingcomorbid illnessmay increase theneg-
ativeeffectsof specific anticancer treatments such
as AST,” conclude the authors. “Therefore, future
randomised studies evaluating the impact on sur-
vival of addingnovel therapies to thecurrent stan-
dardsof practice inmenwith clinically localisedor
locally advanced non-metastatic prostate cancer
should consider a pre-randomisation stratifica-
tion by comorbidity score.”

� Androgen suppression and radiation vs radiation

alone for prostate cancer: a randomized trial.

AV D’Amico, MH Chen, AA Renshaw et al. JAMA

23 January 2008, 299:289–295

The breast cancer
personality is laid to rest
� Journal of the National Cancer Institute

Studies in the 1980s suggested that women
whohaddifficulty expressing emotionsmight

bemoreprone to breast cancer. However, a recent
13-year follow-up study looking at breast cancer
incidence and personality traits has foundno evi-
dence of any association.

The study was conducted by Eveline Bleiker
andcolleagues, fromtheNetherlandsCancer Insti-
tute in Amsterdam. It followed an earlier study by
Bleiker, conducted in1996,whichhadfoundaweak
association between breast cancer and a high
scoreon the ‘anti-emotionality scale’ (indicatingan
absence of emotional behaviour or a lack of trust
inone’s ownfeelings).One limitationof that study,
reportedby theauthors,was that follow-upwas for
a maximum of five years after the psychological
assessment, so the assessment could have been
detectingthesub-clinical effectsof tumourgrowth.

In thecurrent study, involving the samecohort
ofwomen, Bleiker and colleagues followed, for 13

years, 9,705 women attending a population sur-
veillanceprogramme in theDutchcityofNijmegen
between 1 January 1989 and 31 December 1990.
All the women were asked to complete a person-
alityquestionnaireassessinganxiety, anger, depres-
sion, rationality, anti-emotionality, understanding,
optimism, social support, ‘emotional expression
in’ (feelings held in or suppressed), ‘emotional
expression out’ (feelings directed toward other
peopleor subjects) andemotional control (control
of outward expression of feelings). Information
on medical risk factors, like having a first-degree
relativewith breast cancer, was also collected.

A total of217womensubsequentlydeveloped
breast cancer, between 17May 1995 and 1 Janu-
ary 2003. When their personality profiles were
comparedwith868age-matchedcontrols, noneof
thepersonality factors examined showedany sig-
nificant association with increased risk of breast
cancer – a result, say the authors, that may help
reassure some patients.

“Our finding that nopsychological risk profile
was associatedwith the incidence of breast can-
cer may help oncologists to reassure patients
that their personality appears to have played no
role in the development of their breast cancer,”
they conclude.

� Personality factors and breast cancer risk: a 13-year

follow-up. E Bleiker, J Hendriks, J Otten et al. J Natl

Cancer Inst 6 February 2008, 100:213–218

Oxygen does not help cancer
patients with dyspnoea
� British Journal of Cancer

Use of oxygen therapy fails to improve symp-
tomsof dyspnoea in cancer patients, accord-

ing to a systematic review andmeta-analysis.
Dyspnoea, defined by the American Thoracic

Societyasa “subjectiveexperienceofbreathingdis-
comfort”, is experienced by 50%–70%of patients
with advanced cancer. The use of oxygen therapy
is widespread, despite there being little evidence
that itworks. Treatment shouldnot beundertaken
lightly, since thepatient’s qualityof life canbe lim-
ited as a result of functional restrictions; psycho-

logical distress can arise from being reliant on a
machine, and use of nasal cannulae can increase
the risk ofnosebleeds. Furthermore, homeoxygen
is expensive, with many patients forced to fund
treatment themselves.

Inanattempt to improveunderstandingof the
use of palliative oxygen, Hope Uronis and col-
leagues from Duke University Medical Center in
Durham, North Carolina, undertook a systematic
review in MEDLINE and EMBASE of studies pub-
lished between 1966 and December 2006.
Altogether the team identified four blinded, ran-
domised, crossover trials of cancerpatients treated
withnon-invasiveoxygen (nasal cannula,mouth-
piece or face mask), where direct comparisons
couldbemadebetweenoxygen therapyandmed-
ical air (used as a placebo).

In thestudies,dyspnoea ratingsweremeasured
using the modified Borg 0–10 numerical rating
scale (NRS) or a 100-mm or 300-mm visual ana-
logue scale (VAS). Thesewere converted into stan-
dardisedmeandifferences (SMDs). Altogether134
patients were included in themeta-analysis.

Results showed thatoxygen failed to improve
dyspnoea in mildly or non-hypoxaemic cancer
patients (SMD -0.09; 95%CI -0.22–0.04; P=0.16).
This, say the authors, translates to a 0.22-point
reduction indyspnoeaona0–10numerical rating
scale. Most clinicians would consider a 1-point
reductionona0–10NRStobeclinically significant.

Patientpreferenceswerealso studied, because
dyspnoea is subjective and patients often have
difficulty describing the sensation – and it is also
knownthatnot all patientswhobenefit fromoxy-
genwant to receive it.

Two of the four studies demonstrated statis-
tically significant patient preferences for oxygen.
“The data… suggest that there is a population of
patients who experience less dyspnoea while
receiving oxygen as compared with medical air,”
write the authors, adding that further research is
needed to identify this subgroup. Until that time,
decisions regarding palliative oxygen should be
made on an individual basis.

� Oxygen for relief of dyspnoea in mildly or non-

hypoxaemic patients with cancer: a systematic review

and meta-analysis. H Uronis, D Currow, D McCrory

et al. Br J Cancer 22 January 2008, 98:294–299


