Inflammatory Polyp with Gastric Cysts

Figure 1. Endoscopic appearance of the elevated lesion in the

. greater curvature of the lower third area of the stomach. The

lesion was covered with normal mucosa.

and vertical margin, and resected specimen was 30x22 mm
in size {(Fig. 3). Histological examination of the protruding

Jesion revealed that the tumor was distributed from the

mucosa to submucosal layer and multiple cysts were adja-
cent to the mumor (Fig. 4A). The proliferation of fibroblasts
and the infiltration of inflammatory cells such as plasma
cells and eosinophils were scen in the submucosal tumor
(Fig. 4B). This tumor was diagnosed as gastric IFP. The
elongation of the gastric foveolae along with hyperplasia and
cystic dilatation of the gastric glands were seen (Fig. 4C).
The protruding lesion was diagnosed as GCP concomitant
with gastric IFP. Histologically, the tumor was surrounded
by intestinal metaplastic mucosa. The postoperative course
was uneventful. He has been under close periodic observa-
tion, and there is no evidence of disease 29 months after IT-
ESD.

Discussion

IFP is a rare mucosal or submucosal lesion of the gastro-
intestinal tract that follows a benign course. Most of the fi-
broids reported were located in the mucosa and submucosa,
although Ishikura et al (8) reported six lesions and we also
reported one lesion (7} limited to the mucosa. The patho-
genesis of IFP remains unknown. Endoscopic findings of
[EPs are smooth sessile or pedunculated polyps. The final di-
agnosis of IFP depends on the pathological findings, how-
ever the histological findings of the biopsy specimen arc
often difficult to diagnose. In the present case, the tumor was
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Figure 2. Endoscopic ultrasonography (EUS) revealed that a
hypoechoic mass covered with hyperechoic lesion that had
anechoic areas interrupted the second and third layers of the
gastric wall.

Figure 3. Macroscopic findings of the resected tumor. The
resected specimen was 30x22 mm in size and the protruding le-
sion was resected completely with a safe lateral and vertical
margin.

completely resected by IT-ESD and the diagnosis of GCP
concomitant with gastric [FP was made. This may be the first
report of GCP concomitant with gastric IFP.

GCP was first described by Littler and Gleibermann in
1972 (2). It is characterized histologically by elongation of
the gastric foveolae along with hyperplasia and cystic
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dilatation of the gastric glands extending into the gastric
submucosal layer (2-6). These lesions are usually found at
the gastroenterostomy sites, presumably because of increased
mucosal mobility accompanying peristaltic contractions and

repair of the preanastomotic gastric mucosa after damage -

caused by reflux of duodenal contents (2.9, 100, Koga et al
described that there were 4 cases of GCP (9.5%) in their 42
patients who had once undergone gastrojejunostomy and re-
ceived further surgery on account of various reasons (9). In
Japan, there are many reports describing the association of
GCP with early or smal] cancerous lesions in the remnant
stomach (11, 12). Thus GCP has been proposed to be a pos-
sible precancerous Jesion itself (13). GCP ‘may rarely also
develop in an unoperated stomach as in the present case.
GCP in an unoperated stomach frequently occur in the gas-
tric fundus (4-6). However, few cases with GCP in an

unoperated stomach have been reporied and further analysis -

of many cases is necessary in the future. GCP in an
unoperated stomach has generally been assumed to be of
congenital origin. mainly because of the lack of documented

SR

Figure 4. Microscopic findings of the resected tumor. Histo-
logical examination of the protruding lesion revealed that the
tumor was distributed from mucosa to submucosal layer
(black arrows) and multiple cysts were adjacent to the tumor
(A) (HE stain, x4); proliferation of fibroblasts, and infiltration
of inflammatory celis such as plasma cells and eosinophils
were seen (B) (HE stain, x50). (C) There were multiple cystic
dilatations of the gastric glands lined with gastric epithelium,
under the overlying mucosa (HE stain, x20).

prior gastric ulceration or trauma (5, 14). However, the
pathogenesis of GCP in an unoperated stomach is not clear.
Thus further studies on the pathogenesis of GCP in an
unoperated stomach are certainly necessary.

The pathogenesis of IFP remains unknown, however,
some authors have proposed that IFP is caused by an allergic
reaction to an inflammatory stimulus such as bacterial,

chemical, traurnatic, etc, or is a reactive lesion of fibroblastic:

or myofibroblastic nature (15). Gastric [FP frequently ap-
pears in the antrum (7), and the incidence of gastric IFP was
reported to be 3.1% of one series of 5.513 gastric polyps by
Stolte et a) (16). Recently, Nishivama et al (17) reported a
case of IFP that morphologically changed after the H. pvlori
eradication therapy. They claimed that factors derived from
gastric epithelial cells in response to H. pvlori infection, such
as inflammatory cytokines and growth factors, might affect
the growth of IFPs. Their opinion is not proved although
there is another report describing the relation between IFP
and H. pvlori infection (18). 1t is interesting that their report
suggests the relationship hetween gastric IFP and H. pylori.
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We could speculate possible pathogenetic relationships of
gastric [FP with GCP as follows: 1) GCP occurs via stimula-
tion of IFP and 2) IFP and GCP arise independently. The
present case may indicate that seme commeon factors are in-
volved in the etiology of IFP and GCP, though there is no di-
rect evidence at present. On the supposition, one of the
factors may be H. pvilori. However, there have been no re-
ports describing the relationship between GCP and A. pylori.
Further studies on the relationship between IFP and GCP
are certainly necessary. The present case does not have direct
evidence that IFP is related to GCP, however, we thought it
would be valuable to tepert this case, since this may be the
first report of GCP concomitant with gastric IFP occurring in
an unoperated stomach. However, it is likely that there are
latent patients with GCP concomitant with gastric IFP occur-
ring in an unoperated stomach, which might be discovered
by endoscopic resection in the future. Because both gastric
IFP and GCP in an unoperated stomach are benign tumors
and they are seldom resected by endoscopic resection or sur-
gery. .

The IT-ESD is a useful new endoscopic mucosal resection
(EMR) method, which recently has been widespread in
Japan. It is difficult to remove a complete tumor larger than
10 mm in diameter in one-piece by the usual strip biopsy
method. However Ohkuwa et al {19) reported a one-piece re-
section rate of IT-ESD (between 11 and 20 mm} of 75% in
16 patients with adenocarcinoma or adenoma. As to the
endoscopic treatment of gastric JFP, Nishio et al (20) re-
ported a case of gastric IFP who revealed an increase in size
of the IFP after incomplete endoscopic resection within a
year, Thus, gastric IFP should be resected completely with a
safe margin if EMR is performed. The lesion in the present
case was about 20 mm, however, the result of IT-ESD was
that we could resect this tumor completely and ensure a safe
margir.. Here, IT-ESD was an effective and safe therapy for
a gastric protruding Jesion of nearly 20 mm in diameter.

In conclusion, we report the first case of GCP adjacent to
gastric IFP occurring in an unoperated stomach. The IT-ESD
was a useful treatment method for GCP concomitant with
IFP in the present case. There have been no previous case re-
ports of GCP conconitant with gastric IFP. This case em-
phasizes that it is important to keep in mind that gastric IFP
might be accompanied by GCP in an unoperated stomach
though such a condition is extremely rare.
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Nationwide Survey on Complementary and Alternative
Medicine in Cancer Patients in Japan

Ichinasuke Hyodo, Norike Amana, Kenji Eguchi, Masaru Narabayashi, [ire Imanishi, Midori Hirai,
Tomehitn Nakane, and Shigemitsu Takashima

Purpose

To determine the prevalence of use of complementary and alternative medicine [CAM)
by patients with cancer in Japan, and to compare the characteristics of CAM users and
CAM nenusers

Patients and Methods
A gquestionnaire on cancer CAM and the Hospnai Anxiety and Depression Scale were delvered
to 6,607 patients who were treated in 1B cancer centers and 40 palliative care units

Results

There were 3,481 available replies for a response rate of 52.4%. The prevalence of CAM use
was 44 .6% (1,382 of 3,100} in cancer patients and 25.5% {92 of 361} in noncancer patients
with benign tumors. Multiple logistic regression analysis determined that history of chemo-
therapy. institute {palliative care units), higher education, an altered cutlook on life after
cancer diagnosis, grimary cancer site, and younger age were strongly associated with CAM
use in cancer patients. Most of the CAM users with cancer (98.2%) used products such as
mushrooms, herbs, and shark cartilage. The motivation for most CAM use was recommen-
dation from family members or friends {77.7 %! rather than personal choice i23.3%). Positive
effects were experienced by 24 3% of CAM users with cancer, although all of them received
conventional cancer therapy concurrently Adverse feactions were reported by 53% of
cancer patients. CAM products were used withaut sufficient information by 57 3% of users
with cancer and without a consultation with a doctor by 680 7% cf users

Conclusion

This survey revealed a high prevalence of CAM use among cancer patients, without
sufficient information or consultation with their physicians. Oncclogists should not ignere the
CAM products used by their patients because of a lack of proven efficacy and safety

J Clin Oncol 23. © 2005 by American Society of Ciinical Oncology

and/or minerals) and nonmedication thera-
pies carried out primarily without the use of
medication {such as acupuncture or manual
therapy). Populations throughout Afvica,
Asia, and Latin America use traditional
medicine to help meet their primary health
care needs. In addition to being accessible
and affordale, raditional medicine is also
oflen part of a wider beliel system, and i3
considered integral to everyday life and

The WHQ defines anplemenl'u) and al-

so-called
acompre-
hensive term used to refer hoth 1o tradi-
lional medical systems such as tradilional
Chinese medicine, Indian ayurveda and Ar-

ternative medicine (CAMJ, or
traditional medicine, as follows: ©

indigenous medicine.”’ CAM therapies in-

clude medication therapies (which involve
the use of herbal medicine, animal parts.

well-heing. In Europe and North America,
CAM s increasingly being used in parallel 1o

Copyright 2005 by American Society of Clinical Oncology
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allopathic medicine, particularly for treating and managing
chronic disease. Concerns about the adverse effects of chemi-
cal medicines, a desire for more personalized health care, and
greater public access 1o health information fuel the increasing
use of CAM in many industriakized countries.””*

The widespread use of a variety of nutritional, psycholog-
ical, and natural medical approaches as CAM has been well

documented 2** Recent surveys demanstrate that more than -

50% of US cancer patients use CAM therapies at some point
after their diagnosis.™ Despite extensive use, there is a pau-
city of data available to indicate whether these practices are
efficacious and safe.”"’ Therefore, serious research efforts are
underway to determine the scope of CAM use by patients and
their motivations for its use.'® CAM in cancer medicine
seems Lo be widely available in Japan as well as in the Western
countries. We performed a preliminary survey on cancer CAM
in a single cancer centerin 1999. This survey revealed that 32%
of cancer palients used CAM, and the most frequently used
CAM involved natural products, such as mushrooms, shark
cartilage, and beeswax-pollen mixtures.'* The mosl pressing
and significant problems associated with these products were
commionly held but incorrect assumptions and the absence of
any regulatory oversight. In addition, interactions between
herbs and drugs may increase or decrease the pharmacologic
or loxicologic effects of either component. For example, St
John’s wort has recently been reported to dramatically reduce
plasima levels of $N-38 (the active metabolite of irinotecan, a
key oncologic drug), which may have a deleterious impact on
treatment outcome. '’ .
An enormous amouni of unreliable information on
cancer CAM is available [rom the Internet and other media
sources. It is often the case that cancer patients and their
relatives are at a loss about how to deal with such informa-
tion and have a difficull time choosing what kind of CAM
they should adopt. However, there have been no large-scale
surveys of this sort in Asia, and the actual state of CAM use
in cancer patients is still unciear. Therefore, we performed a
nationwide cross-sectional survey 1o evaluate the preva-
lence of CAM use in cancer patients and their perceptionsof
cancer CAM, especially of CAM products used in Japan.

Participants

Before initiation of this survey, the study protocol was exam-
ined by the institutional review hoards of cancer centers and
related haspitals (CCs) joining the nationwide association of med-
ical centers for cancer and adult diseases in Japan, and hospice and
palliative care units (PCUs) joining the Japanese association of
palliative care. Sixteen of 29 CCs and 40 of 88 PCUs appraved the
survey, All participating institutions agreed not to treat patients
svstematicalty with any CAM. The total nupiher of questionnaires
that would he distributed to the patients was predicted by the
responsible physician working fur each collaborating instituie,
and this infarmation was provided in advance to the National
Shikoku Cancer Center. Questionnaires on cancer CAM were then

sent to the responsible collaborating physicians in the CCs and
PCUs from October 2001 to March 2002. The day on which the
questionnaires were distributed to the patients was determined
voluntarily by each imstitute within 2 weeks of receipt. Question-
naires were distributed ro the patients by the medical staff (physi-
cians, nurses, clerks, and so on) at each eallaborating institute after
exclusion of those with an Eastern Cooperative Oncology Group
performance status of 4 and those who underwent surgery that
day. Replies were sent back to the National Shikoku Cancer Center
directly from each patient. Questionnaires were marked in advance to
identify the type of clinic the patients were attending (ie, CCs or
PCUs, and inpatient or outpatient). Returned questionnaires were
caded with an identification number to ensure confidentiality.
Questionnaire

We had previously evaluated a questionnaire about cancer
CAM in 219 cancer patients who were admitted to the National
Shikaku Cancer Center as a preliminary study.'® In the present
study, we used a modified version of that questionnaire afier
testing several samples. Some additional questions were quoted
from previously published articles.®® The original questionnaire
we used was written in Japanese. The attached questionnaire (Ap-
pendix) has been translated into English, The questionpaire was
developed through a systematic literature review and discussions
by two experienced medical oncelogists, a psychiatrist, a pharma-
cist, a basic scientist, and a research assistant. On the cover page of
the questionnaire, CAM was clearly defined as follows: “any ther-
apy not included in the orthodox bomedical framewaork of care
for patients, CAM means remedies that are used without the
approval of the relevant government authorities, such as the Min-
istry of Health and Welfare in Japan, that approve new drugs after
peer review of preclinical experiments and clinical trials regulated
by law. CAM usually skips these steps and is offered directly to the
public. Health insurance does not usually cover the cost of CAM,
and patients will be liable for the whole expense incurred hy any
CAM. CAM includes natural products from mushrooms, herbs,
green tea, shark cartilage, other special foods, megavitansing, acu-
puncture, aromatherapy, massage, meditation, and so on.”

The questionnaire was composed of the following two parts:
hackground of the patients {discase, onset, age, sex, daily living
activity level, educational level, religion. cancer treatment, changes
of outlook on life, satisfaction with receiving conventional medi-
cine, and use of cancer CAM; questions § 1o 12) and users’ percep-
tion of cancer CAM {initiation time, kinds of CAM used, reason
for starting CAM, method of ohtaining information abuout the
CAM used. expectations for CAM use, effectiveness or ineffective-
ness, adverse effects, average expense per month, whether a history of
CAM use was provided to the physician in charge, whether the phy-
sician in charge was consulted, response of physician, reason for not
consulting physician, and concurrent use of anticancer drugs and
CAM products that are sold over the counter; questions 13 to 28).
Hospital Anxiety and Depression Scale

A brief scale, the ospital Anxicty and Depression Scaie
(HADS), was used in this study to clarify the relationship between
emotional state and CAM preference. The HADS has 14 stems in
two question groups, one each on anxiety and depression, and
cach question is rated from 0 1o 3. The validity and reliability of the
Japanese version of 1IADS have been confirmed previousty !
From previous articles, including the original one and studies in
the Japanese population, we adepted 10 points as the cutoft above
which anxicty and depression would be scored as high.'*'* The
parients in the high group were considered to have an adjustment
disorder or more severe condition. The FIADS was delivered to
patients along with the questionnaire on CARM.
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Statistical Analysis

Differences of CAM use within categories of sclected demn-
graphic and clinical variables {age, sex, discase sites, daily living
activity level, patient's desire, changes of outlook on life, institute,
education, and relipion) were assessed by the x* test. The factors
predicting CAM use were analyzed by univariate analysisand then
multiple logistic regression analysis was performed using all sig-
nificant predictor variables (P < .05). The analysis provided an
odds ratio and 95% C1 for each variable while simultaneously
controlling for the efiects of other variables, Variables not contrib-
uting substantially to the mode] were systematically removed in a
hackward stepwise regression process using the likelihood ratio
test as the criterion far removal. The Hasmer-Lemeshow x* test
was used ro assess the goodness of fit berween the chserved and
predicted number of outcomes for the final model, with P > .05
indicating a good fit. All analyses were performed using SPSS Base
and Regression models 11.0) {SPSS Japan Inc, Tokyo, Japan)

Response Rate to Questionnaire and CAM
User Rates

A total of 6,607 questionnaires on cancer CAM were sent
lo collaborating CCs and PCUs according to the required
number estimated by the primary investigators at those insti-
tutes. As a resull, questionnaires were delivered to 6,074 pa-
tients who were treated in CCs {2,688 inpatients and 3,386
outpatients) and Lo 533 patients who were treated in PCUs
(367 inpatientsand 166 outpatients). A total of 3,733 question-
naires were returned to our cenler, of which 3,461 were valid

with useable answers. The remaining 272 returned question-
naires were invalid because of a critical lack of major answers,
such as unwritten diagnosis or no response to CAM use. Con-
sequently, the rate of valid replies was 52.4%. Of (he valid
replies, 3,100 were from cancer patients and 361 were from
noncancer patients with benign tumers. The flow diagram of
the study population is indicated in Figure 1.

The prevalence of CAM use in cancer patients was 44.6%
{1,382 of 3,100) and that in noncancer patients was 25.5% (92
of 361}. In terms of hackground differenices, noncancer pa-
tients were younger, had less impaired daily activity, and were
much meore likely to be in CCs than cancer patients. The rate of
use among cancer patients was significantly higher than that
for noncancer patients (P < .0001). All of the 3,100 replies
from canicer patients were subject to analysis. Many users
(86.7%) started CAM after their diagnosis of cancer and 73.3%
of users were continuing it at the time of the survey.

Backgrounds of Patients and CAM Users

The backgrounds ofall the cancer patients and CAM unsers
with cancer are summarized in Table 1. The prevalence of
CAM use was significantly higher in patients who were
younger Lhan 61 years old (P < .0001}, female (P < 0001},
patients with a lower daily activity level (° < .0001), patients
with higher education (P << .0001), patients who received
chemotherapy (P << 0001}, patients with a change of outlook
on life (P < .0001), patients who were dissalisfied with
conventional treatments (P = 0001), patients in PCUs
(P < .0001), and patients with a low HADS anxiety score

Questionnaires sent
6607
R Not returned
2874
y
Returned
3733
| Invalid answers
L 272 Fig 1. Flow diagram of 1 sludy populaner
vy
Valid answers
3461
.| Answers from non-cancer patients
g 361
Y
Answers from cancer patients
3100

WL 0.1
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Tabla 1. Backgiound ard CAM Usage
Background Ne ol Palents o of Users Y% P17 tesl)

Total - 3.100 1.382 44.6
Age. years

= 60 1.603 625 390

=60 1,485 752 506 - - 000
Sex - . .

- Male L ‘ 1,484 586 . 395

Female R 1,814 796 493 < 0001
Activily of daily fiving ’

Free or somewhal fimited 2.283 1,002 437

Bed rest (= 50% of each day) 726 348 479 < 0001
Education ’ |

High school o 1,721 719 . 418

Past-high school 879 464 . 62.8 <.0001 |
Practicng religion

No 2.140 915 442

Yes 533 2R 475 1660
Convenlional treatment

Chemotherapy 1,839 963 ' 526

Nonchemotherapy 1,260 24 329 < 0001
Change in outlook on life '

No 1.381 509 369 .

Yes 1,568 73 5049 < 0001
Treatmeni mel patient's needs

No 1,212 591 45.8 .

Yes : 1.830 762 a7 0007
Inshtute

Cancer cenlers 2.81 1.203 428

Palliative cate units 239 179 619 < 0001
Treatment place

Inpatiant ward 1,665 717 431 )

Cutpatient cfinic ' 1,434 BES 464 i 0689
HADS

High anxiely scare (= 13} 1.91% 852 41.5

Low anxiety score {7 11} 710 378 50 0029

High depression score {= 111 1,018 510 500

Low depression score (< 11) 1,662 734 444 0049
Cances

Lung’ 380 203 534

Breast 532 273 51.3

Hepatobiliary 256 128 5C 4

Genitourinary 445 195 439

Gaslrointeslinal 708 278 393

Head end neck 266 B2 308

Other 813 222 433 =< 0001
Atbreviations: CAM, complementary ard altemative medicne, HADS. Hospital Anxiety and Depression Scale

(P =.0029)anda high HADS depression score (P = .0049). Inn
terms of disease sites, the rate of use was higher in patients with
lung, breast, and hepatobiliary cancers than in those with ather
cancers (P << ,0001). The prevalence of CAM use in inpalient
wards of CCs and that in outpatient clinics of CCs was 4(1.6%:
and 45.3%, respectively. The prevalence of CAM users in in-
patient wards of PCUs and that in outpatient clinics of PCUs
was 61.0% and 64.3%, respectively. The prevalence of CAM
use in PCUs was significantly higher than that in CCs in out-
patient clinies (P << .0001), as well as inpalient wards
(P = .0001). Similarly, the prevalence of CAM use in inpatient
wards was significantly higher than that in outpatient clinics in
both CCs (P <2,0001) and PCUs (P <2.0001).

Predictors of Cancer CAM Use

Multivariate logistic regression analysis was performed
to detect the factors predictive of CAM use, using the vari-
ables with a significantly different rate among users. The
institutional review board of one CC did not permit Lhe
questions about education and religion, and 500 question-
naires in which those two questions were deleted were sent
Lo thal center. As the result, the rate of reply on education
and religion was apparenlly low. Given Lhat the anxiety and
depression scores of HADS could not be calculated ifone of
each ol seven questions was nol answered, the number of
available replies was also decreased relalive 1o the ather
questions. For these reasons we performied twa analyses of
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the relevant variables separating the two patient popula-
tions: analysis | mcluded the significant variables other than
education and HADS, and analysis 2 mcluded all significant
variables as shown in Table 2. Patients who received chemo-
therapy; palients in PCUs; patients whose outlook on life
had changed; patients with lung, breast, or hepatobiliary
cancer; patients younger than 61 years old; and female
patients were more likely 1o use CAM in both sets of analy-
sis. [n analysis 2, higher education was determined as a
potent predictive faclor, and dissatisfaction with conven-
tional treatments was a weak predictive factor.

Types of CAM

The types of CAM used are listed in Table 3. The
majority of CAM users {96.2%) relied on CAM products as
opposed to nonmedical therapies. The most frequently
used CAM product was mushrooms (Agaricus 60.6% and
aclive hexose correlated compound [AHCC] 8.4%). Agari-
cus is extracted from a particular type of mushroom, Agar-
icus blazei Murill. 1t is purported to be an interferon
inducer. AHCC is thought to act as an immunomeodulator.
Other CAM products were propolis (28.8%), Chinese herbs
(7.19%), chitosan (7.19%), and shark cartilage (6.7%).
Propolis is a heeswax-pollen mixture. Chitosan isan extract
from crustaceans, such as crabs and Jobsters. These are
claimed Lo be enhancers of the immune system. Shark car-
tilage is known Lo be an inhibitor of tumor angiogenesis.'”
Chinese herbs (easily bought aover the counter, but not
prescribed by physicians) were used by 7.1% of patients.
The rate of use of traditional Chinese medicine (qigong,
moxibustion, and acupuncture) was less than 4%.

Perceptions and Attitudes Toward CAM
As shown in Table 3, 77.7% of Lhe patients started using
CAM on recommendation from family members or friends.

Only 23.3% of the patients decicded to use CAM on the basis of -

their own will. Patients expected the following effects from
CAM: suppression of tumor growth {67.1%), cure {44.5%),

symplom relief (27.1%), and complemen tary effects 1o con-
ventional therapy (20.7%). In terms of the effectiveness of
CAM, 24.3% of the palients experienced positive effects, such
as tumor shrinkage, inhibition of tumor growth, pan relief,
fewer adverse effects from anticancer drugs, and feeling better.
However, at the same time, all of the patients were treated with
conventiona) therapies such as surgery, chemotherapy, hor-
monal therapy, and/or radiation. The effects were not related
ta the use of any specific CAM producl Almost two thirds of,
the patients did not know if the CAM really worked or not.
Conversely, only 5.3% of the patients experienced adverse
effects, such as nausea, diarrhea, constipation, skin eruption,
and liver dysfunction, No adverse effects were experienced by
£2.2% of the patients. Patients who were uncertain about ad-
verse effects comprised 32.6% of respondents.

More than half of the patients (57.3%;) started CAM
without obtaining enough nformation on it. Most of the
patients {84.5%) had not been asked about CAM use by
their physician or other health professionals, Nearly two
thirds of the patients {60.7%) have never consulted their
physicians on CAM use. When the patients consulled their
physicians, 60.3% of the patients were Lold that they were |
free to use it or nol. Patients who were told 1o continue
using CAM and those who were 1ald Lo cease use com-
prised 10.5% {8.5% in CCs and 19.5% in PCUs) and
11.3% (12.2% in CCs and 7.3% in PCUs) of CAM users,
respectively. The main reason (56.1%) given for why they
were not willing to ask their physicians about CAM was
that their physicians did not ask about CAM use. The
prevalence of patients who thought the physicians would
not understand CAM and who thought they would pro-
hihit CAM use was 19.4% and 8.7%, respectively.

The prevalence of concurrent use of anticancer drugs
and CAM products was 61.8% in CAM users. The average
montihly expenditure for CAM was 57,000 yen (approxi-
mately US $500; range, 0 to 200,000 yen).

Tahla 2 Analysis of CAM Use With Mullivauste Logistic Rearession
Analysis 1 Analysis 2
o= 28101 in = 2,0204
Variable (reference) Qdds Ratia a95% Ci F Odds Ralio 959 (1 P

Used chemotlherzpy (v did not} 2.06 1751w 243 = .0007 2.24 1.85 10273 .00
Soen al a pallialive cale LIl [v a cancer center) 2.29 i 7316303 0001 222 153310 < .00M
Experienced 4 change in oullook on life v did not} 1.47 12510173 < .000% 1.40 1.15 10170 0007
Lung, easl. hepatobiliary cancer {v other cancers) Y A7 125101.73 -2 00N 1.34 110101 62 003:
= G0 years of age (v = 60 years) 1.38 11810164 <« .00M 132 1.08 10 1.61 0063
Symplanalie (v asymplomatic) 116 098tw ' 36 074 123 10710149 0373
Did not meet patient's neads (v mel them) 1.21 10310142 Nz234 $.22 100w 1.48 047
Fermale {v male) 117 09216 7 10 0764 118 0.91 10513 174
More educated (v less educaled) —_ - - 1.61 132 16195 <2 000
Low HADS score for anxisty (v huigh seure) - 1 09C10138 3227
High HADS score for depression (v low score) — — -— 1.02 (.84 101.25 8447
Abbraeviation' 11895, Bospnal Apxitly ang Deprassior Scale
“Analysis T owas pelormed with all vaisbies excepl for educanon ard | A5 buearst e worne lewen iesponses lar hese vanables
[ Anaiysis 2 was perloimad wilh all vaniables hsted!
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Table 3. Types of CAM Used and Perceptions and Altitudes of
1,382 CAM Users
Characteristic Yo
Type of CAM used” i
CAM products [Chinese herbs, mushrooms, . 95.2
shark cartilage, vitamins, and so on)
Gigongi ]
Moxibuslion . 37
Acupunctuse 36
Motive [or slarting CAM
Recornmendation from family or lriends 777
will ol patients themselives - 233
Expectations for CAM use' .
Suppress cancer growth 67.1
Curg. - ' 44.5
Symptom relief 274
Complementary eflects to convenlional therapy 267
Positive efiects .
Yes 24 3
No 6.2
Unclear 695
Adverse effects
Yes : 6.3
No 62.2
Unclear 328
Obtained enough information on CAM
Yes 42 7
Nu 673
Heard about CAM use from heallh professionals
Yes 16.5'
No . 8156
Consulied with doctors aboul CAM use
Yes 393
N 60.7
NOTE Unanswered tales waie less Ihan 10% ir all calegongs
"Questions in which mutuple selections of answers were allowed
1Componert of tradivonal Chinese medicing that combines movement,
rneditation, and regulalion of brealhing to enhance the flow of vilal eneigy
{aitin the hody 10 improve girculation and enhange immune: function

e N L. .
The surveyed cancer population in this study used comple-
mentary bul not alternative therapies because they were
simullaneously treated in conventional medical facilities.
However, we could not completely rule oul the possihility
that they had previously used atternative medicine. There-
fore, we used the term CAM in this study.

Although we received more than 3,000 replies, the re-

" sponse rate (52.4%) was a little lower than in previous

studies.""™'® This may have introduced hias inlo our

study, However, the patienls’ privacy was complelely pre-
served and our survey method was the easiest way for the
palients to reply 1o the questionnaire withoul feeling any
pressure. We helieve that our survey is help(ul for assessing
regional research priorities and for comparing the current
status of CAM use in studies using a similar mailed-
questionnaire method in other countries.

The prevalence of CAM use in cancer patients was signil-
icanily higher than Lhal in noncancer patients. Most of the

noncancer patients in this study had benign tumors and at-
tended the cancer centers. Therefore, the noncancer patientsin
our study represent neither the general healthy population nor
patients with benign chronic disease. Indeed, the rate of CAM
use in the general population of people suffering from disease
in our country was reported to be higher than that of our
noncancer patients.”® The prevalence of CAM use in cancer
patients was 44.6%. This rate was slightly higher than that
found in our previous study {32%) of a single cancer center
survey.'? The prevalence appears to increase each year in our
country, as in the Western countries” CAM user rates were
significantly higher in patients undergoing chemotherapy and
in patients in PCUs, and these associations were confirmed by
multivariate analysis. Chemotherapy is usually delivered to
inoperable, advanced, or metastatic cancers with a palliative
intent but not a curative intent. In PCUs, there were no con-
ventional treatments with tumor shrinkage as the expected
outcome. Patients’ relatives or friends often recommended
that the patient use CAM productsin that situation. In general,
medical professionals in PCUs are rather generous in accept-
ing the use of CAM. The percentage of patients whose CAM
use had been recommended was approximately 1wo-fold
higher in PCUs (19.5%) compared with that in CCs (8.5%).
These are probably the primary reasons for the high rate of
CAM use in patients undergoing chemotherapy and in PCUs. .
The multivariate analysis also revealed a close association be-
tween CAM use and high educational status, changes in out-
look on life, primary cancersite, and younger age. The patients’
perception of received conventional treatments and female sex
were marginal predictors in our study. Predictors of CAM use
have been reported in many previous studies,™'” and our data
support thal these predictors are similar to those in developed
countries. With few exceptions, the literature indicates that highly
educated patients and younger patients tend to use CAM.

Different predictors are assoctated with the different types
of CAM used. In our surveyed population, the most frequently
used CAM was natura) products. Qralintake of medications is
more likely i patients with lung, breast, and hepatobiliary
cancers than in patients with head and neck, GGl, and umgeniml
cancers, laking the sites of disease and the manners of progres-
sion into consideration. This islikely to be closely related to the
use of CAM products because all of these are oral supplements,
The predictors chemotherapy and disease site would therefore
be related to the type of CAM used {ie, CAM products). In-
deed, this hypothesis was suggested in a previous report in
which predictors shified to include chemotherapy after spiri-
tuality and psychotherapy or support groups were excluded
from the types of CAM used.” Supplements (herbs or vita-
mins) were the main types of CAM used by the patients of that
limited analysis. Unexpectedly, psychological faclors such as
anxiely and depression showed no relation Lo the use of CAM,
However, Lhese factors frequently fluctuate during the disease
course, as we ohserved in the process ol informed consent.** I
the HADS had heen administered when the patients initialed
(:AM use. the results would likely bhe different.
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The majority of CAM users in this study loak products
such as mushrooms, herbs, and shark cartilage. Mushrooms
(Agaricus and AHCC) were Lhe mos! frequently used among
the products. This was characteristic of our CAM users. The
popular types of CAM in Western countries, such as spiritual
practice, mind and body therapy, vitamins and special diet,
and homeopathy, were rarely used in our country. Such mush-
rooms are sold in Japan as diet supplements. The praviders
emphasize their effects on boosting the immune systen based
on basic experimental findings using cultured human tumor
cells, and advertise in many magazines or through the Internet
with anecdotal reports of users. No reliable, well-designed
clinical trials in cancer palients have been performed with
these mushrooms. Nonetheless, many cancer patients used
such products hoping for tumor growth suppression (67.1%)
and cure (44.5%) rather than complementary effects {20.7%).
These mushrooms and other similar natural products are gen-
eraliy expensive. This contributed {o the high expenditure on
CAM amang our users (US $500 per month on average),
compared with that in the Western countries (US $50 to $70
per month on average).® The main motive for CAM use was
the recommendation of family members or friends. The pap-
ulation of patients wha were willing 1o seek out CAM on their
own was unexpectedly small, about one fourth of the users. I
has been reported that support group dynamics influence in-
dividuals to be more likely to use CAM amang breast cancer
survivors.” In our study, many patients seemed to be moti-
valed to use CAM by the recommendations of relatives.
Friends also offered recommendations on CAM use.

Approximalely one (ourth of the users experienced posi-
tive effects from CAM, even though they all received conven-
tional therapies previously or concurrently. Although it was
unclear whether the positive effects were due to the CAM
products or the conventional treatiments, they nonetheless be-
lieved that the CAM was effective. In retrospect, we should
have added a queslion to our questionnaire about the effective-
nessof the conventional ireatments received. Conversely, most
patients reported no adverse reactions to CAM. However, the
potentia) for harmful drug-CAM producl interactions
exists.?'** Herbs or vitamins can mask or distort the effects of
conventionaldrugs.

This survey revealed that approximately 60% of users
statted CAM without obtaining enovgh information about it,
and without informing their doctors. This proportion was
similar Lo that in our previous survey.'” The same issues have
heen pointed out in many reports from the United States and
Europe.?*?* In our survey, when patients consulled their
physicians, 60.3% of the patients were told that they were [ree
lo continue using CAM or Lo stop, whereas 10.5% of the
patients were told to continue using CAM and 11.3% of
the patients were told 1o stop. These figures were also similar to
the resulls in our previous study of clinical oncologists.™
When oncologists were asked, 74% of them neither recom-
mended nar prohibited the use of the products. Twelve per-
cent of them encouraged Ureir patients to use CAM products,

WL LAY

and 6% Lold their patients to stop. 1t appears that a difficult
situation for many oncologists emerges because of the lack of
scientific information on CAM. However, physicians should
acknowledge that the main reason {56.1%) patients did not
inform their physicians of their CAM use was thal the physi-
cians did not ask them about it. These results indicate that
better patient-physician communication and more reliable in-
formation on CAM products ave needed. The prevalence of
concurrent use of anticancer drugs and CAM products was
considerably high (61.8%) in the present study. In our previ-
ous survey of oncologists, 83.9% of oncologists had adminis-
tered anticancer drugs concurrently with CAM products.”

-Nevertheless, our present knowledge of interactions is incom-

plete, especially regarding anticancer drugs.**** Mare research

is urgently needed. Oncologists should he aware of these facts,
and the use of CAM products should be determined before
initiating chemotherapy, especially when using new investiga-
tional drugs.

A few limitations of this study must he acknowledged.
First, the response rate was somewhat low compared with that
of other studies, although it was greater than 50%, as discussed
previously. Second, there is no definite evidence that our study
population is representative of cancer patients in Japan. It
seems impossible 1o select cancer patients randomly from
throughout the entire country. We used the associations of
CCs and PCUs in Japan as our survey source. Otherwise, such
a large-scale survey could not be performed. These limitations
have also been reported in the previous literature,”* and un-
fortunately, inconsistencies in measures of CAM and differing
patient populations and methodologies (ie, interviews v
mailed surveys} Kmit the generalization of studies on CAM
use.” Third, two questions were deleted from the question-
naire sent to one of the CCs. As a result, about 500 replies on
education and religion were lacking. However, Lhe analyses
with or without the data from thal center achieved similar
results. Therelore, this did not significantly alfect our conclusions.

Many cancer patients conlinue receiving oncologic
care with standard therapies while pursuing CAM methods.
A recént survey regarding the impact of the media and the
Internel on cancer patienis revealed that 71% of cancer
patients actively searched for information, and 50% used
the Internel.’” The survey concluded that strategic efforts
were needed 1o provide guidance for patients to help them
hetter interpret such medical information. Oncologists
need to be aware of the importance of this issue and of the
rationale used to promote CAM. A great need for publicand
professional education regarding this subject is evident.
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Appendix

1. What is your disease?

2. When was your disease diagnosed?
) Year month
3. How old are you?
Years okd
4, Please indicate your sex.
Male/Female
5. What about your prasent daily activity? Pleass tick the number balow.,
1) not limited at afl, 2) somewhat limited with slight symptoms
3) bed rest more than 50% of the day, 4) bed rest all day
6. Please indicate your level of education,
1) junier ttigh school, 2) high schoot, 3) college, 4) university, 5) other { }
7. Are you committed to any religion?
Yes /No
8. Please indicate all treatments that you have recaived.
1) surgery, 2) chemotherapy, 3) hormonal therapy, 4) radiatlon, 5} palliative care
6) others { ) o
9. Please indicate alt treatments that you are currently receiving or will receive.

1) surgery, 2) chemotherapy, 3) hormonal therapy, 4) radiation, 5) palliative care
6) others { } ‘
10. Has your outlook on fife been changed by suffering from this disease?
Yes / No (if yes, how? )
11. Did (Do) the treatments you received meet your needs?
Yes / No
12. Have you ever used complementary and alternative medicines {CAM)?
(*CAM includes various therapies as follows: Chinese herbal medicine, other CAM products such as Agaricus,
Propolis, Chitosan, and shark cartilage, acupuncture, chiropractic, aromatherapy, homeopathy, imagery, yoga,
thalassotherapy, hypnosis, ete.)
Yes /No
If 'yes’, please continue to answer the questions below.

if 'no’, the questions are finished here. Thank you very much for your cooperation.

13. When did you start CAM?

Year month
14. Are you using CAM now?

Yes / No {if no, when did you stop? Year month H
15. What kind of CAM do {did) you use?

(continued on fallowing page)
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Appendix {continued)

Please state all the names of cancer CAM you use (used), referring to cancer CAM notes™.

16. Why did you start CAM? Pleasae tick the number below.
1) recommended by family members or friends, 2} your own free will,
3) recommended from a physician, 4) other ( )
17. Did you obtain encugh information about the efficacy and safety of CAM before you started it?
Yes /No .
18. What did {do) you expect by using CAM? Multiple choices are allowed in this question.
1) cure, 2) suppress the progression, 3) improve the symploms, 4) complementary effects to the present
medicine, 5) other ( }
19. Did it work?
Yes / No / difficult {o judge

20. lf ‘yes', how effective was it?

21. Did you experience any detrimental effects from CAM?
Yes / No / difficult to judge
22, If 'yes’, how detrimental was it?

23. What was the cost to you? Please indicate the mean expenditure per month.
Yen '
24. Did your doctor or other medical professionats ask about CAM use?
Yos /No
25. Have you mentioned CAM use to your doctor?
Yes ! No
26. If 'yes’, how did your doctor respond?
1) encouraged you to continue using, 2) advised you to stop using,
3) was neutral about using (neither encouraged nor discouraged),
4) other ( }
27. It *no’, why did you not mention it 1o your doctor?
1) Because my doctor never askad me about the topic, 2) Because | thought my doctor would not
understand, 3) Because | thought my doctor would disapprove of CAM use, 4) other { }
28, Pleasa answer the next question, if you have received or are receiving chemotherapy.
Have you ever used CAM products and anticancer drugs at the same time? CAM producis include Chinese
herbs, mushrooms, shark cartilage, etc. which are sold over the counter.
Yes /No

Thank you very much for your cocperation.
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