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Abstract

AIM: To describe clinical characteristics of head and
neck cancer (HNC) patients with pain and those wish-
ing to discuss pain concerns during consultation.

METHODS: Cross-sectional, questionnaire study using
University of Washington Quality of Life, version 4 (UW-
QOL) and the Patients Concerns Inventory (PCI) in dis-
ease-free, post-treatment HNC cohort. Significant pain
on UW-QOL and indicating “Pain in head and neck” and
“Pain elsewhere” on PCI.

RESULTS: One hundred and seventy-seven patients
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completed UW-QOL and PCI. The prevalence of self-
reported pain issues was 38% (67/177) comprising
25% (44/177) with significant problems despite medi-
cations and 13% (23/177) with lesser or no problems
but wishing to discuss pain. Patients aged under 65
years and patients having treatment involving radio-
therapy were more likely to have pain issues. Just over
half, 55% (24/44) of patients with significant pain did
not express a need to discuss this. Those with signifi-
cant pain or others wanting to discuss pain in clinic
had greater problems in physical and social-emotional
functioning, reported suboptimal QOL, and also had
more additional PCI items to discuss in clinic compared
to those without significant pain and not wishing to
discuss pain.

CONCLUSION: Significant HNC-related pain is preva-
lent in the disease-free, posttreatment cohort. Onward
referral to a specialist pain team may be beneficial. The
UW-QOL and PCI package is a valuable tool that may
routinely screen for significant pain in outpatient clinics.

© 2012 Baishideng. All rights reserved.

Key words: Pain; Health related quality of life; Patient
Concerns Inventory; Head and neck cancer; Mouth
neoplasm; Quality of life; Questionnaire
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INTRODUCTION

Pain can be experienced at various time points in the can-
cer journey of an individual with head and neck cancer
(HNO)". Cancer-related pain is due to the direct effect
of the tumor and/or the consequence of HNC treat-
ment. Non-cancer related pain can co-exist and may con-
tribute to the overall pain experiencem]. Pain experienced
by HNC patients may have a detrimental impact on their
general well-being, cause dysfunctlon I and distress'™,
is associated with poor sleep quality” and poor health-

related quality of life!"”, can mark the onset of malignant
[11] [12]

transformation and recurrence' ”, and reduces survival
rate!””. Although the impact of pain in HNC patients is
31gn1ﬁcant its management is difficuld"” and often in-
adequate There are several obstacles to optimal pain
management in this group of patients. There is an in-
complete understanding of the HNC-related pain experi-
ence, particularly in the post-diagnosis period”. Current
approach to cancer-related pain management emphasizes
heavily on the pharmacological approach based on the
World Health Organization (WHO) pain ladder" with
less consideration on the psycho-cognitive aspects un-
detlying pain and how this influences coping“b]. Involve-
ment of the pain specia]ist in HNC cases may be limited
in many HNC set-ups™’. There may be an inadequate
appreciation by non-pain specialist practitioners of the
neuropathic mechanisms involved in HNC-related pain'"”
with consequential bearing on symptom management”,
Health professionals’ reluctance towards opioid use
and patients reservations due to fear of addiction"” may
hinder adequate pain control, especially for breakthrough
pain, which is common among HNC patlent% 1 . Finally,
HNC patients may have difficulty self-reporting pain to
their medical care providers"”
assist them in conveying this issue to the clinician.
Opportunistic evaluation of pain in HNC patients
is achievable by using Health Related Quality Of Life
tools. Pain is frequently assessed as part of HNC patient-
reported outcomes using various health-related quality of
life tools", including the University of Washington Qual-
ity of Life version 4 questionnaire (UW-QOL)™., When
the UW-QOL is used in routine oncology clinical prac-
tice, this tool may offer a platform to identify those with
significant problems in any of the 12 domains assessed
(including pain) and also provides a trigger mechanism
for supportive intervention”. The UW-QOL trigger
for supportive intervention is based on defined cut-off
points in the response scores of each domain, beyond
which patients would be expected to encounter signifi-
cant dysfunction/problems. This method correlated well
with validated head and neck specific questionnaires e.g,
Derriford Appearance Scale (DAS-24) and the MD An-
derson Dysphagia Inventory, in identifying those with
significant issues with appearance and swallowing respec-
tively[zﬂ. However, in regard to the pain domain, the cut-
off point for supportive intervention was not correlated
with any pain-specific questionnaire due to the lack of a

and routine screening may
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suitable HNC pain-specific questionnaire that considers
the complexity of HNC-related pain. The complexity of
HNC-related pain is due to in part, the influence of mul-
tiple sources of somatic tissue and neural damage result-
ing from cancer and/or its treatment, and also from the
personal and subjective nature of the pain experienced,
which may be influenced by cultural learning, the mean-
ing of the situation, attention, and other psychologic
variables™

The Patients Concerns Inventory (PCI) is a 55-item
checklist tool introduced to assist HNC patients in
highlighting the items of concern that they may wish to
discuss with clinicians duting routine oncology consulta-
tions””. In the PCI item checklist, pain is covered in 2
items: “Pain in the head and neck” and “Pain elsewhere”.
The original PCI study found that the “Pain in the head
and neck” and “Pain elsewhere” were indicated as items
of concern in 20% (4th most common item) and 10%
(15th most common item) respectively™. As there is
no limit to the number of PCI items that patients could
choose from, patients may also indicate other items they
perceive to be of concern and wish to be addressed dur-
ing consultation. This includes other items that may be
associated with or influence pain, such as fear of recur-
rence, anxiety, swallowing, saliva and shoulder! > We
have found that the PCI is a valuable tool in understand-
ing a wider scope of issues that HNC patients may ex-
petience in the post-treatment period based on previous
work” ! and facilitates patient-clinical discussion regard-
ing these issues and the need for supportive care.

There is a paucity of work relating specifically to the
pain experience of HNC patients who have undergone
treatment”. The rationale for this work is to understand
how post-treatment HNC patients with pain self-report
their experience using the PCI in a routine clinic outpa-
tient setting, which forms part of the on going work of
this unit with the PCIL. The aims of this paper are: First,
to report the clinical characteristics of HNC patients
with pain attending routine outpatients and those wishing
to discuss the issue of pain in their consultation and sec-
ond, to identify if the issue of pain was mentioned in the
clinic letter and if onward referral was made.

MATERIALS AND METHODS

Prospective data collection from HNC patients attending
routine follow-up clinics occurred from October 2008
to January 2011. Patients on the Liverpool oncology da-
tabase were included if they were disease-free and under
routine follow-up at least 6 wk after completing treat-

ment. Patients were excluded if they were pretreatment,
palliative, attending the clinic for other post-operative
wound management or were part of another outcomes
study in clinic.

Touch-scteen technology (TST) was used by patients
before their consultation to complete PCI, a holistic, self-
reported screening tool for unmet needs/concerns and
UW-QOL, version 4°”. Following registration to clinic,
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patients were invited by a hospital volunteer to complete
the TST questionnaire package. TST data was collected
using Microsoft Access and placed directly on to a secure
hospital server and was accessible to the clinician imme-
diately before the consultation. The PCI measure asked
patients to indicate which of 55 issues they would like
to discuss during their consultation, and two of these is-
sues involved pain — pain in the head and neck and pain
elsewhere. Patients were also asked to select members of
staff, from a list of 14 types of health professional, who
they would “like to see or be referred to”.

The UW-QOL questionnaire is well established"".
For this study the UW-QOL was analysed in terms of its
two subscale composite scores, “physical function” and
“social-emotional function”™ as well as its domains and
a single six-point Likert scale “overall” QOL measure.
Physical function is the simple average of the swallow-
ing, chewing, speech, saliva, taste and appearance domain
scores whilst social-emotional function is the simple aver-
age of the activity, recreation, pain, mood, anxiety and
shoulder domain scores. The pain domain is scored on a
five point Likert scale as: (100) I have no pain, (75) There
is mild pain not needing medication, (50) 1 have moderate
pain — requires medication (e.g., paracetamol), (25) I have
severe pain controlled only by prescription medicine (e.g,,
morphine), (0) I have severe pain, not controlled by medi-
cation. In earlier work™! we defined a “significant prob-
lem” with pain as being a UW-QOL domain score of (0)
or (25) or also as (50) if pain had been one of the three
most important domains to the patient over the previous
week. We also refer to earlier work™ to provide norma-
tive reference scores for pain. In regard to the single item
overall QOL scale, patients were asked to consider not
only physical and mental health, but also other factors,
such as family, friends, spirituality or personal leisure ac-
tivities important to their enjoyment of life.

Details of onward referrals regarding pain arising
subsequently from consultations were obtained from
clinic letters. Clinical-demographic data came from the
Liverpool HNC database.

Results were analysed mainly within three patient
subgroups defined by reference to whether there was
any evidence of significant pain from the UW-QOL and
to whether pain issues were raised for discussion on the
PCL The y” test compared the patient subgroups with
regard to categorical patient characteristics including the
presence or absence of significant problems on each of
the other domains of the UW-QOL. The Kruskal-Wallis
test compared the subgroups in regard to age, months
from primary treatment, UW-QOL overall QOL Likert
scale, UW-QOL subscale scores for physical and social-
emotional function, number of PCI concerns raised and
number of staff members selected. As the UW-QOL
and PCI TST package is integrated into routine clinical
practice in this setting, this study was approved by the
University Hospital Aintree Clinical Audit department in
the context of service evaluation.

(49

TR
JBaishideng®

WJCO | www.wjgnet.com

118

RESULTS

There were 396 TST sets of data that included both PCI
and UW-QOL, from 177 patients during the course of
79 clinic sessions. Nearly two-thirds of patients (63%,
112/177) attended clinic more than once during the
study, with 53 attending two, 29 attending three, 19 at-
tending four and 11 attending five to seven times. Males
comprised 63% (112) and the mean (SD) age at first
clinic was 62 (12) years (range 24-86 years). Most patients
(89%, 158) had a primary diagnosis of squamous cell car-
cinoma, with others including: low grade polymorphous

adenocarcinoma (4), adenoid cystic carcinoma (2), muco-
epidermoid carcinoma (2), and verrucous carcinoma (2).
Most (71%, 126) had oral tumors, with 23% (41) pharyn-
geal and 6% (10) others. Overall, 19% (34) had advanced
T3-T4 tumors and 20% (36) were clinically neck node
positive. Just over half (58%, 103) had been treated by
surgery alone, 32% (56) by surgery with adjuvant radio-
therapy, and 10% (18) without surgery (by radiotherapy/
chemotherapy). Overall 43% (76) had free-flap primary
surgery with selective neck dissection. At first clinic 41%
(73) were within 12 mo of diagnosis, 13% (23) within
12-23 mo, 21% (37) within 24-47 mo and 25% (44) after
48 mo.

Before the first study clinic consultation, 25% (44/177)
of patients reported significant problems with pain (i.e.,
scores of 0 or 25 or 50 and important on the UW-QOL).
This contrasts with significant problem levels of 13%
(44/349) in data reanalysed for non-cancer patients rou-
tinely attending ten general dental practices and 100%
(23/23) for non-cancer patients attending these practices
in an emergency .

“Pain in the head and neck” was raised by patients on
the PCI in 18% (32/177) of cases, and “Pain elsewhere”
by 10% (17/177), with one ot the other raised by 24%
(43/177). A total of 38% (67/177) reported significant
pain problems on the UW-QOL or highlighted issues
of pain on the PCI for discussion (Table 1), with 25%
(44/177) meeting the UW-QOL critetia while an extra
13% (23/177) met only the PCI criteria (mote minor
concerns they wanted to discuss). One-half (55%, 24/44)
of those with a significant pain problem did not wish to
discuss it. Subsequent analyses focus on three groups for
comparison: the 62% (110) of patients without significant
pain and with no wish to discuss pain (Group A), the
25% (44) with significant pain (Group B), and the 13%
(23) without significant pain who wanted to discuss pain
(Group C, 18 to discuss head and neck pain, 5 to discuss
pain elsewhere).

Patients aged 65 years and older reported less signifi-
cant pain and fewer wished to discuss pain than younger
patients (Table 2). Patients having primary treatment
without surgery reported higher levels of significant pain.
Significant problems in physical functioning were report-
ed more often by patients with significant pain (Table 3).
Both Group B and C reported more problems relating to
social and emotional function and to overall QOL than
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Table 1 Touch-screen responses from 177 patients to questions about pain on the University of Washington Quality of Life

questionnaire and on the Liverpool Patients Concerns Inventory before first study attendance at clinic from October 2008 to

January 2011

UW-QOL Pain

Stated on PCI that patient wished to discuss the issue of “Pain in head and neck”

No (Stated on PCI that patient wished to
discuss the issue of “Pain elsewhere”)

Yes (Stated on PCI that patient wished to
discuss the issue of “Pain elsewhere”)

No Yes No Yes
(0) I have severe pain, not controlled by medication 3 = = 2’
(25) I have severe pain controlled only by 11? 3 2’ 1
prescription medicine (e.g., morphine)
(50) I have moderate pain - requires medication 10° 3’ 6’ 3
(e.g., paracetamol)/and pain IMPORTANT'
(50) I have moderate pain - requires medication 13 2’ 3 &
(e.g., paracetamol)/and pain NOT IMPORTANT'
(75) There is mild pain not needing medication 22 3 8 =
(100) I have no pain 75 2 7 £

'Pain was one of three issues most important to patient within the past week; ‘Represents those who had reported “significant problems” on the University
of Washington Quality of Life questionnaire, version 4 (UW-QOL) or those who had raised pain concerns on the Patients Concerns Inventory (PCI).

Table 2 Patient factors, by whether there was any evidence of significant pain from the University of Washington Quality of Life

questionnaire and by whether pain issues were raised for discussion on the Patients Concerns Inventory at the first study clinic » (%)

Patients No significant pain and no wish Significant pain No significant pain but wish P value'
to discuss pain (7 = 110) n = 44) to discuss pain (7 = 23)

Male 112 71 (63) 29 (26) 12 (11) 0.49
Female 65 39 (60) 15 (23) 11 (17)
Age (<55 yr) 45 23 (51) 15 (33) 7 (16) 0.03
Age (55-64 yr) 64 35 (55) 19 (30) 10 (16)
Age (65+ yr) 68 52 (76) 10 (15) 69
Squamous cell carcinoma 158 101 (64) 39 (25) 18 (11) 0.16
Other diagnosis 19 9 (47) 5 (25) 5 (26)
Oral cavity tumor 126 83 (66) 28 (22) 15 (12) 0.71 (oral vs pharyngeal)
Pharygeal 41 20 (49) 15 (37) 6 (15)
Other site 10 7 (70) 1 (10) 2 (20)
Clinical T1/T2 140 93 (66) 31 (22) 16 (11) 0.11
Clinical T3/T4 34 16 (47) 12 (35) 6(12)
Clinical NO 139 89 (64) 34 (24) 16 (12) 0.43
Clinical N+ 36 20 (56) 9 (25) 7 (19)
Primary surgery only 103 68 (66) 26 (25) 9(9) 0.006
Primary surgery and RT 56 32 (57) 10 (18) 14 (25)
No surgery, primary RT 18 10 (56) 8 (44) -(-)
Within 12 months of diagnosis 73 45 (62) 20 (27) 8 (11) 0.18
Within 12-23 mo of diagnosis 23 15 (65) 6 (26) 2(9)
Within 24-47 mo since diagnosis 37 23 (62) 10 (27) 4 (11)
48 or more months from diagnosis 44 27 (61) 8 (18) 9 (20)

'y test, apart from Kruskal-Wallis test for age and time from diagnosis and using the numerical values.

Group A. In particular, half of Group B and C patients
had significant problems with mood and/or anxiety in
contrast to 14% of Group A. Similarly, overall QOL was
less than good for half of Group B and C patients com-
pared to 18% for Group A.

In regard to PCI concerns, Figure 1 indicates that
Group B and C raised considerably more issues to discuss
than Group A. The median [interquartile range (IQR)] to-
tal number of concerns per patient were 7 (4-12), 7 (5-10)
and 2 (1-5) respectively, P < 0.001. In total there were
940 issues raised by the 177 patients (Table 4): the 23%
of all patients that form Group B raised 39% (369) of all
issues, whilst the 13% in Group C raised 21% (195) of is-
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sues and the 62% in Group A raised 40% (3706) of issues.

There were no notable differences between groups
in terms of selected members of staff (Figure 2) apart
from Group B who more often wanted to see or be
referred on to dental services. The median (IQR) total
number selected per patient were 0 (0-1), 1 (0-1) and 0
(0-1) respectively, P = 0.07. For patients attending clinic
mote than once in the study, the median (IQR) time be-
tween first and second clinics was 4 (2-9) mo, 11 (5-15)
mo between first and third and 13 (8-20) mo between
first and fourth. The longitudinal perspective in following
through the three clinical groups from first study clinic is
shown in Table 5. Of those with significant pain at first
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Table 3 Quality of life as measured by the University of Washington Quality of Life questionnaire, by whether there was any

evidence of significant pain from the University of Washington Quality of Life questionnaire and by whether pain issues were raised

for discussion on the Patients Concerns Inventory at the first study clinic 7 (%)

No significant pain and no wish Significant pain No significant pain but wish P value®
to discuss pain (7 = 110) (n = 44) to discuss pain (7 = 23)
Significant problems’
Appearance 5(5) 14 (32) 29) <0.001
Swallowing 17 (15) 14 (32) 3(13) 0.05
Chewing 15 (14) 9 (20) 1(4) 0.19
Speech 5(5) 7 (16) -(-) 0.02
Taste 15 (14) 7 (16) -®) 0.14
Saliva 17 (15) 12 (27) 7 (30) 0.04
Physical function subscale, median (IQR) 80 (62-95) 58 (45-72) 68 (54-72) <0.001
Significant problems’
Activity 7 (6) 8 (18) 4(17) 0.06
Recreation 7 (6) 409 3(13) 0.53
Shoulder 6 (5) 7 (16) 7 (30) 0.001
Mood 10 (9) 21 (48) 6 (26) <0.001
Anxiety 11 (10) 18 (41) 7 (30) <0.001
Mood and/or anxiety 15 (14) 23 (52) 11 (48) <0.001
Social-emotional subscale', median (IQR) 85 (73-94) 60 (45-73) 63 (54-79) <0.001
Opverall QOL
Very poor -(-) -(-) -(-) <0.001
Poor 4(4) 6 (14) 2(9)
Fair 16 (15) 17 (40) 9 (41)
Good 32 (29) 13 (30) 6 (27)
Very good 44 (40) 6 (14) 5(23)
Outstanding 14 (13) 1(2) -()
% less than good 20 (18) 23 (53) 11 (50) <0.001

'The social-emotional subscale score was computed using five domains only, i.e., after excluding pain; zxz test, apart from using the Kruskal-Wallis test with
actual subscale scores and with the ordinal scale for overall Quality of Life (QOL); *The criteria used for determining if there was a significant problem can

be found in previous work?”'. IQR: Interquartile range.

Table 4 The most common concerns raised by patients on the Patients Concerns Inventory for each clinical group

No significant pain and no wish to discuss pain

Significant pain (» = 44)

No significant pain but wish to discuss pain

(n = 110) (n = 23)
Issue % Issue % Issue %
Fear of the cancer coming back 26 Fear of the cancer coming back 57 Pain in head and neck 78
Dental health/teeth 21 Dental health / teeth 46 Fear of the cancer coming back 61
Chewing /Eating 21 Chewing / Eating 39 Shoulder 44
Salivation 16 Fatigue / tiredness 39 Fatigue / tiredness 39
Swallowing 15 Swallowing 39 Dental health / teeth E5
Mucous production 13 Pain in head and neck 32 Swallowing 65
Fatigue/tiredness 13 Mood 30 Chewing / Eating 30
Mouth opening 12 Energy levels 30 Mood 30
Breathing 11 Pain elsewhere 27 Mucous production 26
Sleeping 11 Appearance 27 Sleeping 26
Weight 11 Depression 25 Salivation 26
Taste 11 Sleeping 25 Energy levels 26
Anxiety 25

clinic (Group B), 76% (16/21) reported significant pain
at second clinic, 65% (9/14) at third clinic and 50% (2/4)
at fourth clinic. Those no longer having significant pain
did not wish to discuss it at subsequent clinics. Also, of
the 12 patients reporting significant pain in their third
study clinic 67% (8) had also reported significant pain at
their first and second clinics. Of those with no significant
pain and not wishing to discuss it at the first study clinic
(Group A) about three-quarters (78%, 79% and 83%

respectively in successive clinics) remained in the same
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group. There was greater variability noted in later clinics
for those without significant pain but wanting to discuss
pain at the first clinic (Group C).

Those in Group B and C had pain mentioned in
about half of the clinic letters subsequent to the clinic
(Table 6), in contrast to just 12% of clinic letters from
patients in Group A. The rates of onward referral for
pain were 11%, 8% and 0.8% of clinics respectively for
groups B, C and A. Details from the clinic letters as to
whom the patient was referred, the medications that were
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Figure 1 Percentage of Patients Concerns Inventory issues raised before consultation, by whether patients reported significant pain problems on the Uni-
versity of Washington Quality of Life questionnaire and/or wished to discuss pain. n = 177 at first study clinic.
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Table 5 Longitudinal perspective

First study clinic

No significant pain and no
wish to discuss pain

No significant pain but wish
to discuss pain

Significant pain

Second study clinic (112 patients)
No significant pain and no wish to discuss pain 55
Significant pain 8
No significant pain but wish to discuss pain 7

Third study clinic (59 patients)

No significant pain and no wish to discuss pain 31
Significant pain 8
No significant pain but wish to discuss pain 5)

Fourth study clinic (30 patients)

No significant pain and no wish to discuss pain
Significant pain
No significant pain but wish to discuss pain
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No significant pain and
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Significant pain
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Figure 2 Percentage selecting members of staff to see or be refered on to at clinic, by whether patients reporte significant pain problems on the University
of Washington Quality of Life questionnaire or wished to discuss pain. n = 177 at first study clinic.

mentioned and the nature and location of the pain are
given in Table 6.

DISCUSSION

This work surveyed self-reported pain in a HNC cohort
using the UW-QOL and PCI TST in a routine clinic set-
ting. The main strength of this study lies in the descrip-
tion of self-reported pain in a disease-free, post-treatment
group through exclusion of active, residual or recurrent
disease because this subgroup may present with a slightly
different management approach. The estimated preva-
lence of self-reported pain issues in this group was 38%,
of which 25% had significant pain. Patient who self-
report significant pain or others wanting to discuss pain
were more likely to have problems in both physical and
social-emotional functioning, report suboptimal overall
QOL and raise more items other than pain for discussion

(4 9
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on the PCIL Those having treatment with radiotherapy/
chemotherapy were more likely to report significant pain
or wish to discuss pain. However, just over one-half of
those reporting significant problems with pain did not
wish to discuss this during their consultation.

There are several issues that may limit this study.
Firstly, the sample size (# = 177) is relatively small and
mainly of patients with oral cancer. A larger cohort could
better elicit any other potential trends from the data. The
database also lacks sufficient longitudinal data to com-
ment confidently on the stability of pain and the success-
ful management of those patients in significant pain. Fol-
lowing the cohort through future outpatient clinics would
achieve this, but the problem of a small study sample
would persist. Secondly, this study did not use any spe-
cialised self-reported pain questionnaire or clinical exami-
nation to qualify the pain experienced by the cohort. This
may be relevant from a clinical management perspective.
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Table 6 Mention of pain in clinic letters and onward referral

No significant pain and no wish  Significant pain

to discuss pain

No significant pain but wish to
discuss pain

Number of clinics (number of
patients)

Number of clinics with clinic
letters found

Pain mentioned in clinic letter

Onward referral for pain

Who was patient referred to

Pain medications mentioned
in letter (often in combination)

256 (110)
240

12% (29/240) from 27 patients
(26 patients once, 1 patient 3
times)

0.8% (2/240)

Consultant gastroenterologist

®

Consultant restorative dentist

@

Gabapentin (1), Oromorph (1),
MST (1)

85 (44)
79

56% (44/79) from 29 patients (19 patients once,
7 patients twice, 1 patient three times, 2 patients
four times)

11% (9/79) (1 patient once, 2 patients twice, 1
patient 4 times)

Patient 1: first to consultant orthopaedic
surgeon then three times to chronic pain team
Patient 2: first to senior physiotherapist then

to chronic pain management programme
Patient 3: first to consultant orthopaedic
surgeon then to palliative care

Patient 4: to consultant in oral medicine
Aciclovir (1), Aspirin (1), Brufen (2), Codeine
phosphate (1), Dicofenac (1), Fentanyl patch 25

55 (23)
51

47% (24/51) from 19 patients (14
patients once, 5 patients twice)

8% (4/51)
Senior physiotherapist (2)
Consultant in oral medicine (1)

Consultant in pain relief (1)

None mentioned

(1), Gabapentin (7), Morphine patches (2), MST
(1), Oromorph (6), Oxynorm (3), Oxycontin (2),
Paracetamol (4),Solpadeine (1), Solpadol (1)

Pain as mentioned in letter Oral and teeth pain (7) Single site: Jaw (7); Neck (5); Teeth (1); Face (2);  Oral/throat pain (4)
(number of occasion) Oral/throat (5); Chest (1); Shoulder (2); Hip (1)
Jaw pain (4) Multiple sites: 10 Generalised pain in treated area (2)
Facial pain (3) Related to function: 1 Back pain (2)
Shoulder pain (4) Related to fear of cancer recurrence: 3 Shoulder pain (2)
Neck pain (2) Related to fear of addition to analgesia: 1 Neck (4)
Ear pain (2) Shoulder and neck pain (2)
Stomach pain (2) Shoulder pain
Back pain (1) Jaw pain (1)
Chest wall pain (1)

Finally, this study did not have a pre-diagnosis baseline of
the pain experience, which has been shown to influence
the post-treatment experience of painm.

There is a wide range of published prevalence rates
(6%-100%)) for self-reported pain in HNC patients due
to variation in the methodology employedlz], namely, the
time point of the HNC journey selected (e.g., prediag-
nosis or postdiagnosis; remission or recurrence/active
disease), clinical setting surveyed (e.g., oncology outpa-
tients or specialist pain clinics) and treatment received
(e.g., unimodality or multimodality). The prevalence of
self-reported pain in our cohort was 38% (54% of pa-
tients studied were within 24 mo from the completion
of treatment). This is higher than that found by Chaplin
and Morton'”, who reported prevalence of 25% and 26%
at 12 and 24 mo respectively. The reason for our higher
prevalence is unclear although oral and oropharyngeal
cancer accounted for only 29% of their sample, which
also showed treatment preponderance for radiotherapy.

We found that the clinical factors associated with pain
issues were age and primary treatment modality, not seen
in the New Zealand cohort™”. Those aged 65 years and
older reported less significant pain and fewer wished to
discuss their pain compared to younger people. This may
be due to the possibility that older adults experience low-
er levels of pain severity and interference from cancer-
related pain compared with the younger age group™.
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However, the contrary was found in the Taiwanese group,
where the older group reported more pain and this was
attributed to lower pain endurance ability”. In our co-
hort, patients who received radiotherapy as their primary
treatment reported greater levels of significant pain or
wanted to discuss pain. Persistent pain after the comple-
tion of radiotherapy is commonly reported™. Normal
radiotoxicity can result in mucositis, xerostomia, brachial
plexopathy and osteoradionecrosis of varying degree,
which may cause orofacial pain. Pain secondary to oral
mucositis is frequently reported during treatment and the
radiation-mediated tissue changes are progressive, sug-
gesting the role of neuropathic mechanisms'”.

Our cohort was split into three groups to facilitate
statistical analysis: A, B and C based on the presence of
a significant pain problem and the expression of need to
discuss the issue of perceived pain. Group A (» = 110)
did not have significant pain and did not wish to discuss
pain on the PCIL. This group includes those with manage-
able levels of pain as well as those who are pain-free, all
of whom perceive pain to be of no concern. Group B (»
= 44) had significant pain and includes some (just over
half) who did not wish to discuss this during consulta-
tion. This group may provide a challenge for clinicians
because of the unresolved problem of symptom control,
the association of pain with physical dysfunction, the
increased likelihood of having problems in the social-
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emotional areas and that so many of this subgroup do
not wish to discuss this in clinic. Group C (# = 23) had
no significant pain but still wanted to discuss pain in the
consultation, indicating that this group may benefit from
non-pharmacological interventions for their pain, espe-
cially as they were also associated with problems in social-
emotional functioning;

Our study found that Groups B and C raised signifi-
cantly more issues on the PCI than those in Group A
(Table 4), where the median number of complaints of
patients in Groups B, C and A was 7, 7 and 2, respec-
tively. Interestingly (Tables 3 and 4), Group B and C also
seem to struggle with mood, anxiety and depression, far
more so than those in Group A. Other studies also re-
port that depression and anxiety contributed to the pain
quality ratings in post-treatment HNC patients®'?. Fear
of recurrence was a prevalent concern across all groups
(Table 4) and this could represent the perception that
pain precedes the return of cancer'”. Groups B and C
had pain mentioned in almost half of their cohort’s clinic
letters compared to just 12% of clinic letters from Group
A (Table 6). Despite this, only 11% of patients from
Group B and 8% from Group C were referred onwards
for further management of their pain. In Groups B and C,
referrals made were to pain specialist professionals (5/12
referrals) and non-pain specialist professionals (7/12 re-
ferrals).

Based on the clinic letters, most pain locations were
in the head, neck and shoulder region, which compares
with another report™. A much smaller proportion was
reported at distant sites, including donor site morbidity.
Both descriptors of nociceptive and neuropathic pain
were used in the clinics letters. However, conclusions
regarding the possible mechanisms of pain in this cohort
cannot be derived from this list because we are unable to
verify if these were the actual terms used by patients in
clinic. Nevertheless, the list of medications described in
clinic letters used for analgesia in Group B indicates that
the range of medication on the WHO pain ladder™ have
been used, including adjunctive drugs for significant pain.

This may support for a more prominent role for the
specialist pain team in the multidisciplinary team manage-
ment of these patients.

In conclusion, pain remains a significant problem for
those with HNC and can arise for many different rea-
sons. Increased levels of pain tend to follow treatment
that involves radiotherapy. Those with significant pain
and others wanting to discuss pain tend to have multiple
other areas of concern, including worties over depression
and anxiety. Effective pain management is crucial to en-
sure a good quality of life and the role of the pain team
in HNC is to be evaluated. The PCI approach to help
patients highlight issues of concern during routine clinic
review is potentially a useful way to help screen oncology
patients for pain-related symptoms. Further modular de-
velopment of the PCI concept in breast cancer and other
cancer sites will allow this type of adjunct to be incorpo-
rated more widely in oncology.
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COMMENTS

Background

Pain is prevalent among head and neck cancer (HNC) survivors. This may be
the result of cancer-related pain and also other non-cancer related causes. Its
management is complex and challenging due to the multidimensional nature
of pain, particularly among the post-treatment, disease-free survivors. Under-
reporting of pain by these patients can have damaging impact on their overall
quality of life, as it is a source of suffering, distress and anxiety. It can be dif-
ficult to identify those who “suffer pain in silence” as some patients may not feel
able to vocalize this issue and/or others for many reasons. There is currently no
holistic screening tool that can be used in routine clinical practice to help iden-
tify HNC patients with concerns, particularly pain.

Research frontiers

The Patients Concerns Inventory (PCl) is a holistic, patient-reported tool that
enables patients to highlight items of concerns that they would like addressing
during their outpatient visit. In addition, the PCI also allows patients to indicate
professionals whom they would like access to. The PCI consists of a 57-item
checklist that is administered along with the University of Washington Quality
of Life (UW-QOL) using touch-screen computers prior to their consultation. The
PCI promotes patient-centred consultations. By highlighting the PCI item “pain”,
a focused discussion on their pain experience ensues during consultation. The
UW-QOL data provides additional data in understanding the severity of their
pain. The PCI-UW-QOL tool can potentially empower patients to take a big-
ger role in their care through self-care, participation in decision-making and by
seeking access to specialist expertise for their pain problem.

Innovations and breakthroughs

Previous work on pain in HNC are heterogeneous in design and population
characteristics. This study focused on post-treatment, disease-free patients with
oral and oropharyngeal cancer. Significant cancer-related pain is prevalent in this
group, particularly those who were aged more than 65 years and had received
radiotherapy. Patients who opted to discuss pain also indicated other issues of
concern. This finding supports the notion of the multidimensional nature of pain.
While onward referral to a specialist pain team may be beneficial, the other
dimensions of the pain experience must be addressed. The PCI-UW-QOL pack-
age is a valuable tool that may routinely screen for significant pain in outpatient
clinics.

Applications

The PCl is a holistic, multifunctional patient-reported tool. It can screen for
patient concerns by providing a platform for expressing their needs. In addi-
tion, the PCI may be regarded as a communication tool to enhance patient-
healthcare worker consultations/discussions. Although originally developed in
HNC, the PCI concept may be applied to other cancers and also various non-
cancer fields. Current developmental work is being carried out to apply the
PCI in breast cancer, neuro-oncology, rheumatology and gastroenterology. In
addition, expansion of the PCl into a web-based platform for health advice and
direct access to healthcare services are being explored.

Peer review

This is a well-written paper dealing with an important issue in the care of HNC
patients. The study design is sound and the analysis is straightforward and
clear.

REFERENCES
1 Dios PD, Lest6n JS. Oral cancer pain. Oral Oncol 2010; 46:
448-451

2 Williams JE, Yen JT, Parker G, Chapman S, Kandikattu S,
Barbachano Y. Prevalence of pain in head and neck cancer
out-patients. | Laryngol Otol 2010; 124: 767-773

3 Epstein JB, Hong C, Logan RM, Barasch A, Gordon SM,
Oberle-Edwards L, McGuire D, Napenas JJ, Elting LS, Spi-
jkervet FK, Brennan MT. A systematic review of orofacial
pain in patients receiving cancer therapy. Support Care Cancer
2010; 18: 1023-1031

4  Chaplin JM, Morton RP. A prospective, longitudinal study
of pain in head and neck cancer patients. Head Neck 1999; 21:
531-537

5 Chua KS, Reddy SK, Lee MC, Patt RB. Pain and loss of func-

August 10, 2012 | Volume 3 | Issue 8 |



10

11

12

13

14

15

16

17

18

19

20

Rogers SN et a/. Pain concerns in post-treatment oral and oropharyngeal cancer

tion in head and neck cancer survivors. | Pain Symptom Man-
age 1999; 18: 193-202

Chen SC, Liao CT, Chang JT. Orofacial pain and predictors
in oral squamous cell carcinoma patients receiving treat-
ment. Oral Oncol 2011; 47: 131-135

Bjordal K, Kaasa S. Psychological distress in head and neck
cancer patients 7-11 years after curative treatment. Br | Can-
cer 1995; 71: 592-597

Epstein JB, Wilkie D], Fischer DJ, Kim YO, Villines D. Neu-
ropathic and nociceptive pain in head and neck cancer pa-
tients receiving radiation therapy. Head Neck Oncol 2009; 1:
26

Shuman AG, Duffy SA, Ronis DL, Garetz SL, McLean
SA, Fowler KE, Terrell JE. Predictors of poor sleep quality
among head and neck cancer patients. Laryngoscope 2010;
120: 1166-1172

Cheng KK, Leung SF, Liang RH, Tai JW, Yeung RM,
Thompson DR. Severe oral mucositis associated with cancer
therapy: impact on oral functional status and quality of life.
Support Care Cancer 2010; 18: 1477-1485

Lam DK, Schmidt BL. Orofacial pain onset predicts transi-
tion to head and neck cancer. Pain 2011; 152: 1206-1209
Scharpf J, Karnell LH, Christensen AJ, Funk GF. The role of
pain in head and neck cancer recurrence and survivorship.
Arch Otolaryngol Head Neck Surg 2009; 135: 789-794

Sato J, Yamazaki Y, Satoh A, Onodera-Kyan M, Abe T, Satoh
T, Notani K, Kitagawa Y. Pain may predict poor prognosis in
patients with oral squamous cell carcinoma. Oral Surg Oral
Med Oral Pathol Oral Radiol Endod 2011; 111: 587-592

Sist T, Wong C. Difficult problems and their solutions in pa-
tients with cancer pain of the head and neck areas. Curr Rev
Pain 2000; 4: 206-214

World Health Organization. Cancer pain relief: with a guide
to opioid availability. 2nd ed. Geneva: World Health Orga-
nization, 1996. Available from: URL: http:/ /whqlibdoc.who.
int/publications/9241544821.pdf

Fischer DJ, Villines D, Kim YO, Epstein JB, Wilkie D]. Anxi-
ety, depression, and pain: differences by primary cancer.
Support Care Cancer 2010; 18: 801-810

Potter J, Higginson IJ, Scadding JW, Quigley C. Identifying
neuropathic pain in patients with head and neck cancer:
use of the Leeds Assessment of Neuropathic Symptoms and
Signs Scale. | R Soc Med 2003; 96: 379-383

Bhatnagar S, Upadhyay S, Mishra S. Prevalence and charac-
teristics of breakthrough pain in patients with head and neck
cancer: a cross-sectional study. | Palliat Med 2010; 13: 291-295
Moore RJ, Chamberlain RM, Khuri FR. A qualitative study
of head and neck cancer. Support Care Cancer 2004; 12:
338-346

Rogers SN, Gwanne S, Lowe D, Humphris G, Yueh B, Wey-
muller EA. The addition of mood and anxiety domains to
the University of Washington quality of life scale. Head Neck
2002; 24: 521-529

(49

TR
JBaishideng®

WJCO | www.wjgnet.com

125

21

22

23

24

25

26

27

28

29

30

31

32

33

34

Rogers SN, Lowe D. Screening for dysfunction to promote
multidisciplinary intervention by using the University of
Washington Quality of Life Questionnaire. Arch Otolaryngol
Head Neck Surg 2009; 135: 369-375

Katz J, Melzack R. Measurement of pain. Surg Clin North Am
1999; 79: 231-252

Rogers SN, El-Sheikha J, Lowe D. The development of a
Patients Concerns Inventory (PCI) to help reveal patients
concerns in the head and neck clinic. Oral Oncol 2009; 45:
555-561

McGarvey AC, Chiarelli PE, Osmotherly PG, Hoffman GR.
Physiotherapy for accessory nerve shoulder dysfunction
following neck dissection surgery: a literature review. Head
Neck 2011; 33: 274-280

Rogers SN, Scott B, Lowe D, Ozakinci G, Humphris GM.
Fear of recurrence following head and neck cancer in
the outpatient clinic. Eur Arch Otorhinolaryngol 2010; 267:
1943-1949

Ghazali N, Cadwallader E, Lowe D, Humphris G, Ozakinci
G, Rogers SN. Fear of recurrence among head and neck can-
cer survivors: longitudinal trends. Psychooncology 2012; Epub
ahead of print

Flexen J, Ghazali N, Lowe D, Rogers SN. Identifying appear-
ance-related concerns in routine follow-up clinics following
treatment for oral and oropharyngeal cancer. Br | Oral Maxil-
lofac Surg 2012; 50: 314-320

Ghazali N, Kanatas A, Scott B, Lowe D, Zuydam A, Rogers
SN. Use of the Patient Concerns Inventory to identify speech
and swallowing concerns following treatment for oral and
oropharyngeal cancer. | Laryngol Otol 2012; 126: 800-808
Kanatas A, Ghazali N, Lowe D, Rogers SN. The identifica-
tion of mood and anxiety concerns using the patients con-
cerns inventory following head and neck cancer. Int | Oral
Maxillofac Surg 2012; 41: 429-436

Millsopp L, Frackleton S, Lowe D, Rogers SN. A feasibility
study of computer-assisted health-related quality of life data
collection in patients with oral and oropharyngeal cancer. Int
] Oral Maxillofac Surg 2006; 35: 761-764

Laraway DC, Rogers SN. A structured review of journal ar-
ticles reporting outcomes using the University of Washing-
ton Quality of Life Scale. Br ] Oral Maxillofac Surg 2012; 50:
122-131

Rogers SN, Lowe D, Yueh B, Weymuller EA. The physical
function and social-emotional function subscales of the Uni-
versity of Washington Quality of Life Questionnaire. Arch
Otolaryngol Head Neck Surg 2010; 136: 352-357

Rogers SN, O’donnell JP, Williams-Hewitt S, Christensen JC,
Lowe D. Health-related quality of life measured by the UW-
QoL--reference values from a general dental practice. Oral
Oncol 2006; 42: 281-287

Soltow D, Given BA, Given CW. Relationship between age
and symptoms of pain and fatigue in adults undergoing
treatment for cancer. Cancer Nurs 2010; 33: 296-303

S- Editor Jiang L L- Editor A E- Editor Zheng XM

August 10, 2012 | Volume 3 | Issue 8 |



J‘ g World Journal of
Clinical Oncology

Online Submissions: http:/ /www.wjgnet.com/esps/ World ] Clin Oncol 2012 August 10; 3(8): 126-127
wjco@wijgnet.com ISSN 2218-4333 (online)
doi:10.5306/wjco.v3.i8.126 © 2012 Baishideng. All rights reserved.

LETTERS T0 THE EDITOR,

CD26: A prognostic marker of other systemic malignancies
besides colo-rectal carcinomas

Shailendra Kapoor

Shailendra Kapoor, Private practice, 7487 Sherwood Crossing Array Laboratory, Department of Pathology, University of Pitts-

place # 302, Mechanicsville, VA 23111, United States burgh School of Medicine, Pittsburgh, PA 15261, United States;
Author contributions: Kapoor S soley contributed to the manu- Takaaki Arigami, MD, PhD, Department of Surgical Oncology
script. and Digestive Surgery, Field of Oncology, Kagoshima Univer-
Correspondence to: Shailendra Kapoor, MD, Private Practice, sity Graduate School of Medical and Dental Sciences, 8-35-1

7487 Sherwood Crossing Place # 302, 2400 Cary street, Mechan- Sakuragaoka, Kagoshima, 891-0175, Japan
icsville, VA 23111, United States. shailendrakapoor@yahoo.com

Telephone: +1-867-7896789 Fax: +1-867-5676781 Kapoor S. CD26: A prognostic marker of other systemic ma-
Received: April 4,2012 Revised: July 21,2012 lignancies besides colo-rectal carcinomas. World J Clin Oncol
Accepted: August 2, 2012 2012; 3(8): 126-127 Available from: URL: hitp://www.wjg-
Published online: August 10, 2012 net.com/2218-4333/full/v3/i8/126.htm DOI: http://dx.do.

org/10.5306/wjco.v3.i8.126

Abstract

I read with great interest the recent article by Cordero TO THE EDITOR
et al in a recent issue of your esteemed journal. Inter-
estingly, the past few years have seen the emergence
of CD26 as an important diagnostic and prognostic
marker for a number of systemic malignancies besides
colo-rectal carcinomas. For instance, serum CD26 lev- 5 . X !
els are an important emerging marker of B-cell chronic for a n‘m_lbef of systemic malignancies besides colo-
lymphocytic leukemia (B-CLL). In fact, Molica et a/ have rectal carcinomas.

I read with great interest the recent article by Cordero
et al" in a recent issue of your esteemed journal. Inter-
estingly, the past few years have seen the emergence of
CD26 as an important diagnostic and prognostic marker

recently reported shorter time to first treatment in B-CLL For instance, serum CD26 levels are an important
which exhibit higher serum CD26 levels and simulta- ernergmgzmarker of B-cell chrorglc lymphocytic leukemia
neously demonstrate absence of mutation in ZgV/ (/).  (B-CLL)”. In fact, Molica ¢z a/”! have recently reported

Similarly, CD26 serves as a marker of poor prognosis a shorter time to first treatment in B-CLL which exhibit
in T cell lymphomas. Simultaneously, a poor response higher serum CD26 levels and simultaneously demon-
to 2’-deoxycoformycin is seen T cell lymphomas ex- strate absence of mutation in Igl” (H). Similarly, CD26
pressing CD26. Similarly, breast carcinomas exhibit serves as a marker of poor prognosis in T cell lympho-
decreased CD26 mean fluorescence intensity and @ 5 Simultancously, a poor response to 2-deoxycofor-
decreased percentage of CD26 positive lymphocytes in
comparison to benign breast tumors and healthy indi-
viduals.

mycin is seen T cell lymphomas expressing CD26".
Similarly, breast carcinomas exhibit decreased CD26
mean fluorescence intensity and a decreased percentage
of CD26 positive lymphocytes in comparison to benign
breast tumors and healthy individuals®.

Key words: CD26; Cancer; Carcinogenesis; Colon can- CD26 is also associated with treatment outcomes.
cer; Marker For instance, enhanced sensitivity to paclitaxel is seen in
ovarian carcinomas with higher Dipeptidyl peptidase IV

Peer reviewers: Jian-Hua Luo, MD, PhD, 3550 Terrace Street, (DPPIV/CD26) levels'. Similarly, increased chance of
Scaife S-760, Associate Professor of Pathology, Director of Gene progression to follicular carcinoma is seen in thyroid fol-
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licular adenomas with exhibit concurrent PTEN negativ-
ity and CD26 positivitym. Similarly, increased expression
of CD26 is seen in wound induced skin tumors and this
serves as a marker of malignancy[g]. The anti-diabetic
drug stialipin blocks CD26 and thereby reduces prolifera-
tion in these skin tumots.

Clearly CD26 is a significant marker of different
malignancies. Hopefully, the coming few years will see
increased use of CD26 for diagnostic and prognostic
purposes in oncology.
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GENERAL INFORMATION

World Journal of Clinical Oncology (World | Clin Oncol, WJCO, online
ISSN 2218-4333, DOI: 10.53006) is a monthly peer-reviewed, on-
line, open-access (OA), journal supported by an editorial board
consisting of 316 experts in oncology from 33 countries.

The biggest advantage of the OA model is that it provides free,
full-text articles in PDF and other formats for experts and the pub-
lic without registration, which eliminates the obstacle that traditional
journals possess and usually delays the speed of the propagation
and communication of scientific research results. The open access
model has been proven to be a true approach that may achieve the
ultimate goal of the journals, i.c. the maximization of the value to
the readers, authors and society.

Maximization of personal benefits

The role of academic journals is to exhibit the scientific levels of
a country, a university, a center, a department, and even a scientist,
and build an important bridge for communication between scientists
and the public. As we all know, the significance of the publication of
scientific articles lies not only in disseminating and communicating
innovative scientific achievements and academic views, as well as pro-
moting the application of scientific achievements, but also in formally
recognizing the "priority" and "copyright" of innovative achievements
published, as well as evaluating research performance and academic
levels. So, to realize these desired attributes of WJCO and create a
well-recognized journal, the following four types of personal benefits
should be maximized. The maximization of personal benefits refers
to the pursuit of the maximum personal benefits in a well-considered
optimal manner without violation of the laws, ethical rules and the
benefits of others. (1) Maximization of the benefits of editorial board
members: The primary task of editorial board members is to give a
peer review of an unpublished scientific article # online office sys-
tem to evaluate its innovativeness, scientific and practical values and
determine whether it should be published or not. During peer review,
editorial board members can also obtain cutting-edge information in
that field at first hand. As leaders in their field, they have priotity to be
invited to write articles and publish commentary articles. We will put
peer reviewers” names and affiliations along with the article they re-
viewed in the journal to acknowledge their contribution; (2) Maximiza-
tion of the benefits of authors: Since WJCO is an OA journal, readers
around the world can immediately download and read, free of chatge,
high-quality, peer-reviewed articles from W]CO official website, there-
by realizing the goals and significance of the communication between
authors and peers as well as public reading; (3) Maximization of the
benefits of readers: Readers can read or use, free of charge, high-qual-
ity peer-reviewed articles without any limits, and cite the arguments,
viewpoints, concepts, theories, methods, results, conclusion or facts
and data of pertinent literature so as to validate the innovativeness,
scientific and practical values of their own tresearch achievements, thus
ensuring that their articles have novel arguments or viewpoints, solid
evidence and correct conclusion; and (4) Maximization of the benefits
of employees: It is an iron law that a first-class journal is unable to
exist without first-class editors, and only first-class editors can create
a first-class academic journal. We insist on strengthening our team
cultivation and construction so that every employee, in an open, fair
and transparent environment, could contribute their wisdom to edit
and publish high-quality articles, thereby realizing the maximization of
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the personal benefits of editotial board members, authors and readers,
and yielding the greatest social and economic benefits.

Aims and scope

The aim of WJCO is to report rapidly new theories, methods and
techniques for prevention, diagnosis, treatment, rehabilitation and
nursing in the field of oncology. WJCO covers etiology, epidemiology,
evidence-based medicine, informatics, diagnostic imaging, endoscopy,
tumor recurrence and metastasis, tumor stem cells, radiotherapy, che-
motherapy, interventional radiology, palliative therapy, clinical chemo-
therapy, biological therapy, minimally invasive therapy, physiotherapy,
psycho-oncology, comprehensive therapy, oncology-related traditional
medicine, integrated Chinese and Western medicine, and nursing,
WJCO covers tumors in vatious organs/tissues, including the female
reproductive system, bone and soft tissue, respiratory system, urinary
system, endocrine system, skin, breast, nervous system, head and
neck, digestive system, and hematologic and lymphatic system. The
journal also publishes original articles and reviews that report the re-
sults of applied and basic research in fields related to oncology, such
as immunology, physiopathology, cell biology, pharmacology, medical
genetics, and pharmacology of Chinese herbs.

Columns

The columns in the issues of WJCO will include: (1) Editorial: To
introduce and comment on major advances and developments in the
field; (2) Frontier: To review representative achievements, comment
on the state of current research, and propose directions for future
research; (3) Topic Highlight: This column consists of three formats,
including (A) 10 invited review articles on a hot topic, (B) a commen-
tary on common issues of this hot topic, and (C) a commentary on
the 10 individual articles; (4) Observation: To update the development
of old and new questions, highlight unsolved problems, and provide
strategies on how to solve the questions; (5) Guidelines for Basic
Research: To provide Guidelines for basic research; (6) Guidelines for
Clinical Practice: To provide guidelines for clinical diagnosis and treat-
ment; (7) Review: To review systemically progress and unresolved
problems in the field, comment on the state of current research, and
make suggestions for future work; (8) Original Articles: To report
innovative and original findings in oncology; (9) Brief Articles: To
briefly report the novel and innovative findings in oncology; (10) Case
Report: To report a rare or typical case; (11) Letters to the Editor:
To discuss and make reply to the contributions published in W]JCO,
or to introduce and comment on a controversial issue of general
interest; (12) Book Reviews: To introduce and comment on quality
monographs of oncology; and (13) Guidelines: To introduce consen-
suses and guidelines reached by international and national academic
authorities wotldwide on the research oncology.
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SPECIAL STATEMENT

All articles published in this journal represent the viewpoints of the
authors except where indicated otherwise.

Biostatistical editing

Statisital review is performed after peer review. We invite an ex-
pert in Biomedical Statistics to evaluate the statistical method used
in the paper, including ~test (group or paired comparisons), chi-
squared test, Ridit, probit, logit, regression (linear, curvilinear, or
stepwise), correlation, analysis of variance, analysis of covariance,
ete. The reviewing points include: (1) Statistical methods should
be described when they are used to verify the results; (2) Whether
the statistical techniques are suitable or correct; (3) Only homoge-
neous data can be averaged. Standard deviations are preferred to
standard errors. Give the number of observations and subjects ().
Losses in observations, such as drop-outs from the study should be
reported; (4) Values such as ED50, LD50, IC50 should have their
95% confidence limits calculated and compared by weighted probit
analysis (Bliss and Finney); and (5) The word ‘significantly’ should
be replaced by its synonyms (if it indicates extent) or the P value (if
it indicates statistical significance).

Conflict-of-interest statement

In the interests of transparency and to help reviewers assess any po-
tential bias, I/7JCO requires authors of all papers to declare any compet-
ing commercial, personal, political, intellectual, or religious interests
in trelation to the submitted work. Referees are also asked to indi-
cate any potential conflict they might have reviewing a particular
paper. Before submitting, authors are suggested to read “Uniform
Requirements for Manuscripts Submitted to Biomedical Journals:
Ethical Considerations in the Conduct and Reporting of Research:
Conflicts of Interest” from International Committee of Medical
Journal Editors ICMJE), which is available at: http://www.icmje.
org/ethical_4conflicts.html.

Sample wording: [Name of individual| has received fees for serv-
ing as a speaker, a consultant and an advisory board member for [names
of otganizations], and has received tesearch funding from [names of
organization|. [Name of individual] is an employee of [name of or-
ganization]. [Name of individual] owns stocks and shares in [name of
organization|. [Name of individual] owns patent [patent identification
and brief description].

Statement of informed consent

Manuscripts should contain a statement to the effect that all human
studies have been reviewed by the appropriate ethics committee
or it should be stated cleatly in the text that all persons gave their
informed consent prior to their inclusion in the study. Details that
might disclose the identity of the subjects under study should be
omitted. Authors should also draw attention to the Code of Ethics
of the Wotld Medical Association (Declaration of Helsinki, 1964, as
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revised in 2004).

Statement of human and animal rights
When reporting the results from experiments, authors should follow
the highest standards and the trial should conform to Good Clini-
cal Practice (for example, US Food and Drug Administration Good
Clinical Practice in FDA-Regulated Clinical Trials; UK Medicines
Research Council Guidelines for Good Clinical Practice in Clinical
Ttials) and/or the Wotld Medical Association Declaration of Hel-
sinki. Generally, we suggest authors follow the lead investigator’s na-
tional standard. If doubt exists whether the research was conducted
in accordance with the above standards, the authors must explain the
rationale for their approach and demonstrate that the institutional
review body explicitly approved the doubtful aspects of the study.
Before submitting, authors should make their study approved by
the relevant research ethics committee or institutional review board.
If human participants were involved, manuscripts must be accompa-
nied by a statement that the experiments were undertaken with the
understanding and appropriate informed consent of each. Any per-
sonal item or information will not be published without explicit con-
sents from the involved patients. If experimental animals were used,
the materials and methods (experimental procedures) section must
clearly indicate that appropriate measures were taken to minimize
pain or discomfort, and details of animal care should be provided.

SUBMISSION OF MANUSCRIPTS

Manuscripts should be typed in 1.5 line spacing and 12 pt. Book An-
tiqua with ample margins. Number all pages consecutively, and start
each of the following sections on a new page: Title Page, Abstract, In-
troduction, Materials and Methods, Results, Discussion, Acknowledge-
ments, References, Tables, Figures, and Figure Legends. Neither the
editors nor the publisher are responsible for the opinions exptessed by
contributors. Manuscripts formally accepted for publication become
the permanent property of Baishideng Publishing Group Co., Lim-
ited, and may not be reproduced by any means, in whole or in part,
without the written permission of both the authors and the publisher.
We reserve the right to copy-edit and put onto our website accepted
manusctipts. Authors should follow the relevant guidelines for the care
and use of laboratory animals of their institution or national animal
welfare committee. For the sake of transparency in regard to the per-
formance and reporting of clinical trials, we endorse the policy of the
ICMJE to refuse to publish papers on clinical trial results if the trial
was not recorded in a publicly-accessible registry at its outset. The only
register now available, to our knowledge, is http://wwwclinicaltrials.
gov sponsored by the United States National Library of Medicine and
we encourage all potential contributors to register with it. However, in
the case that other registers become available you will be duly notified.
A letter of recommendation from each author’s organization should
be provided with the contributed article to ensure the privacy and se-
crecy of research is protected.

Authors should retain one copy of the text, tables, photographs
and illustrations because rejected manuscripts will not be returned
to the author(s) and the editors will not be responsible for loss or
damage to photographs and illustrations sustained during mailing;

Online submissions

Manuscripts should be submitted through the Online Submission
System at: http://www.wjgnet.com/esps/. Authors are highly
recommended to consult the ONLINE INSTRUCTIONS TO
AUTHORS (http://www.wjgnet.com/2218-4333/¢_info_
20100722172206.htm) before attempting to submit online. For
assistance, authors encountering problems with the Online Submi-
ssion System may send an email describing the problem to wico@
wijgnet.com, or by telephone: +86-10-85381892. If you submit your
manuscript online, do not make a postal contribution. Repeated
online submission for the same manuscript is strictly prohibited.

MANUSCRIPT PREPARATION

All contributions should be written in English. All articles must be
submitted using word-processing software. All submissions must be
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typed in 1.5 line spacing and 12 pt. Book Antiqua with ample margins.
Style should conform to our house format. Required information for
each of the manuscript sections is as follows:

Title page
Title: Title should be less than 12 words.

Running title: A short running title of less than 6 words should be
provided.

Authorship: Authorship credit should be in accordance with the
standard proposed by International Committee of Medical Journal
Editors, based on (1) substantial contributions to conception and
design, acquisition of data, or analysis and interpretation of data; (2)
drafting the article or revising it critically for important intellectual
content; and (3) final approval of the version to be published. Au-
thors should meet conditions 1, 2, and 3.

Institution: Author names should be given first, then the complete
name of institution, city, province and postcode. For example, Xu-
Chen Zhang, Li-Xin Mei, Department of Pathology, Chengde
Medical College, Chengde 067000, Hebei Province, China. One au-
thor may be represented from two institutions, for example, George
Sgourakis, Department of General, Visceral, and Transplantation
Surgery, Essen 45122, Germany; George Sgourakis, 2nd Surgical
Department, Korgialenio-Benakio Red Cross Hospital, Athens
15451, Greece

Author contributions: The format of this section should be:
Author contributions: Wang CL and Liang L. contributed equally
to this work; Wang CL, Liang L, Fu JE Zou CC, Hong F and Wu
XM designed the research; Wang CL, Zou CC, Hong F and Wu
XM performed the research; Xue JZ and Lu JR contributed new
reagents/analytic tools; Wang CL, Liang L and Fu JF analyzed the
data; and Wang CL, Liang L. and Fu JF wrote the paper.

Supportive foundations: The complete name and number of
supportive foundations should be provided, e.g. Supported by
National Natural Science Foundation of China, No. 30224801

Correspondence to: Only one corresponding address should
be provided. Author names should be given first, then author
title, affiliation, the complete name of institution, city, postcode,
province, country, and email. All the letters in the email should be
in lower case. A space interval should be inserted between country
name and email address. For example, Montgomery Bissell, MD,
Professor of Medicine, Chief, Liver Center, Gastroenterology
Division, University of California, Box 0538, San Francisco, CA
94143, United States. montgomery.bissell@ucsf.edu

Telephone and fax: Telephone and fax should consist of +,
country number, district number and telephone or fax number, e.g.
Telephone: +86-10-59080039 Fax: +86-10-85381893

Peer reviewers: All articles received are subject to peer review.
Normally, three experts are invited for each article. Decision for
acceptance is made only when at least two experts recommend
an article for publication. Reviewers for accepted manuscripts are
acknowledged in each manuscript, and reviewers of articles which
were not accepted will be acknowledged at the end of each issue.
To ensure the quality of the articles published in IWJCO, reviewers
of accepted manuscripts will be announced by publishing the
name, title/position and institution of the reviewer in the footnote
accompanying the printed article. For example, reviewers: Professor
Jing-Yuan Fang, Shanghai Institute of Digestive Disease, Shanghai,
Affiliated Renji Hospital, Medical Faculty, Shanghai Jiaotong
University, Shanghai, China; Professor Xin-Wei Han, Department
of Radiology, The First Affiliated Hospital, Zhengzhou University,
Zhengzhou, Henan Province, China; and Professor Anren Kuang,
Department of Nuclear Medicine, Huaxi Hospital, Sichuan
University, Chengdu, Sichuan Province, China.
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Instructions to authors

Abstract

There are unstructured abstracts (no less than 256 words) and
structured abstracts (no less than 480). The specific requitements
for structured abstracts are as follows:

An informative, structured abstracts of no less than 480 words
should accompany each manuscript. Abstracts for original contri-
butions should be structured into the following sections. AIM (no
more than 20 words): Only the purpose should be included. Please
write the aim as the form of “To investigate/study/...; MATERI-
ALS AND METHODS (no less than 140 words); RESULTS (no
less than 294 words): You should present P values where appropri-
ate and must provide relevant data to illustrate how they were ob-
tained, e.g. 6.92 + 3.86 »s 3.61 + 1.67, P < 0.001; CONCLUSION (no
more than 26 words).

Key words
Please list 5-10 key words, selected mainly from Index Medicus,
which reflect the content of the study.

Text

For articles of these sections, original articles and brief articles, the
main text should be structured into the following sections: INTRO-
DUCTION, MATERIALS AND METHODS, RESULTS and
DISCUSSION, and should include appropriate Figures and Tables.
Data should be presented in the main text or in Figures and Tables,
but not in both. The main text format of these sections, editorial,
topic highlight, case report, letters to the editors, can be found at:
http://www.wignet.com/2218-4333/¢_info_listhtm.

Hlustrations

Figures should be numbered as 1, 2, 3, ¢#., and mentioned clearly
in the main text. Provide a brief title for each figure on a sepa-
rate page. Detailed legends should not be provided under the
figures. This part should be added into the text where the figures
are applicable. Figures should be either Photoshop or Illustra-
tor files (in tiff, eps, jpeg formats) at high-resolution. Examples
can be found at: http://www.wignet.com/1007-9327/13/4520.
pdf; http://www.wjgnet.com/1007-9327/13/4554.pdf; http://
www.wignet.com/1007-9327/13/4891.pdf; http://www.
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textured areas. Please use uniform legends for the same subjects.
For example: Figure 1 Pathological changes in atrophic gastritis
after treatment. A: ...; B: .; C: .; D: s Eo L B GrLllete Tt s
our principle to publish high resolution-figures for the printed and
E-versions.

Tables

Three-line tables should be numbered 1, 2, 3, e#., and mentioned
clearly in the main text. Provide a brief title for each table. Detailed
legends should not be included under tables, but rather added into
the text where applicable. The information should complement,
but not duplicate the text. Use one horizontal line under the title, a
second under column heads, and a third below the Table, above any
footnotes. Vertical and italic lines should be omitted.

Notes in tables and illustrations

Data that are not statistically significant should not be noted. *P <
0.05,"P < 0.01 should be noted (P > 0.05 should not be noted). If
there are other series of P values, °P < 0.05 and “P < 0.01 are used.
A third series of P values can be expressed as ‘P < 0.05 and P < 0.01.
Other notes in tables or under illustrations should be expressed as
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numerals) in the upper left corner. In a multi-curve illustration, each
curve should be labeled with ® o, m, O, A, A\, e« in a certain
sequence.
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