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Abstract:

Introduction: Radiation mucositis is a very common acute morbidity suffered by almost
all patients undergoing radiotherapy to the head and neck region. Materjals and Methods:
This is a prospective double blind randomized control trial comparing topical application

of natural honey in mucositis induced by chemo-radiotherapy in nasopharyngeal cancer.

One hundred twenty patients were treated with chemo-radiotherapy using cisplatinum.
Radiotherapy consists of 70Gy in 35 fractions over 7 weeks period along with 30mg
parenteral weekly cisplatinum was administered. Sixty (60) patients wefe subjected to
topical application of honey before and after each fractions of radiother%plpy. The
mucositis, dysphagia and dry mouth were assessed using RTOG grading system. Weekly
body weight monitoring, the EORTC QLQ-H&N35 and general EORTJ: QLQ-C30
questionnaire were recorded before and after radiotherapy. Results: There were 82 males
and 38 female with a median age of 48 years (10-81years) in this study! The compliance
to honey and placebo application was poor in our patient population wi%[h only 49-patients
(40.8%) accepted complete course; 21 (17.5%)-incomplete and remainilpg refused
application including 6-patients developed adverse effects in the form q?f burning mucosal
pain. The concurrent chemotherapy was accepted in 51(42.5%) patient ', incomplete in
67(55.8%) patients and not received in 2 (1.6%) patients. The quality of life in Head &
Neck specific scale changed from 42 to 54 points in study arm and 43 tp 54 points in
control arm. The grade4 mucositis appeared to be less in honey treated ,arm compared to
controls whoever other grades of mucositis or weight changes was equ'lvoca] in both arms
Conclusions: Due to non-compliance of topical application of study agints, there was no
significant difference in mucositis, body weight, dysphagia grade or dry mouth in study
and control group of patients. Proper selection of honey, method of application of honey
with mucosal adhesion properties might reveal improvement of mucositis in future
researcl: |
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Introduction
Radiation induced mucositis is a well known accompaniment of radiati
head and neck area. Mucositis leads to oral ulceration causing pain and

discontiruation of treatment or gap during radiotherapy. A gap during tl

n treatment to the
dysphagia to

1e course of

radiotherapy leads to loss of local control in many cancers including head and neck

cancers'. The incidence of radiation mucositis varies due to field size, ¢
condition and systemic disease, orodental infection. Modern radiotheray
hyperfractionation, accelerated fractionation, CHART has increased the
mucositis®™. Currently administration of chemotherapy as radiosensitiz
chemotherapy) has shown to improve survival in head and neck cancer
conventional fractionated 1'adio'£herapy4'5 . The occurrence of mucositis

toxicity in the management of head and neck cancers undergoing radiot
disease like diabetes mellitus and connective tissue diseases and re-irra

increases the rate of mucositis. The severe form of mucositis (NCI CTC

p-morbid mucosal
vy techniques like
rate of

1 (concurrent
compared to

s a dose limiting
herapy. Systemic

liation can also

symptomatic and affect the health and outcome of cancer in the above

grade3 & 4) are

riegion.

Currently the pathophysiology of induction of radiation mucositis is ch%lnging. The

current research has identified multi-step process for radiation mucositis. The process of

radiation mucositis goes through 4-defined steps®. Therefore no single treatment is

i
etfective in radiation mucositis as they do not address all aspects of muFositis‘ Currently

. . .\ l
there is no standard of care for the treatment of radiation mucositis’. Fr quent salt soda

solution oral rinse is the most common management of mucositis in many radiotherapy

centers. From the plethora of agents being tried in radiation mucositis; amifostine, human

placental extract etc has shown some response from the outcome of mefa-analysis.

Radiotherapy techniques such as oral shielding and IMRT are used to r

cduce the intensity

of mucositis. Honey is a mixture of nectar, aerodigestive tract of the honey bee and part

of the honey comb. It has tissue repairing, epithelization, caloric propel
reduces inflammation and clear oral pathogens, an earlier study on the 1
the management of radiation mucositis has shown to reduce severe muyg

mucosal pain®”. From the earlier experience on the use of honey in rad

rties. It too
role of honey in
s0sitis and

ation mucositis




we proposed a multicenter randomized trial in the management of radiation mucositis

induced by concurrent chemoradiotherapy in the management of nasopharyngeal cancer.
Materials and Method

This is a prospective multi-center double blind randomized trial comparjing the difference
of radiation mucositis between honey and placebo group of patients with nasopharyngeal
cancers on concurrent chemoirradiation. The patients were recruited from Hspital
Universiti Sains Malaysia, Hospital Kuala Lumpur, and Sarawak General Hospital. The
case selection includes locally advanced nasopharyngeal cancer patients with histological
prootf of cancer, good performance status age between 15-85 years. Patients with
unlocalized tumor, patients suffering from connective vascular disease were excluded

from the study.

Randomization
The randomization was controlled centrally at USM. The doctors, resedrchers and patient
did not know the study agent. The research assistant recruits patients. The patients were
evaluated using nasoendoscopy, contrast enhanced CT scan of the head and neck, full

blood count, liver and kidney chemistry were performed prior to recruiment of patients.

Treatment with research agents |

The patients belong to study arm were treated with concurrent chemo-gadiotherapy and
honey treatment. About 20 ml of the research material was allowed to keep inside mouth
and to swish and swallow the whole content 15 minutes before, 15 mirutes after and 6
hours after radiotherapy. The treatment continued throughout the course of radiotherapy.
The control groups of patients were given along-with similar concurrent chemo-

radiotherapy and dose schedule throughout the course of fadiotherapy.
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Radiotherapy

i
|
The administration of radiotherapy consists of three phases. The phase-1 consists of the
whole primary tumor extent plus safe margin and draining lymphatic regions. The typical
|

field extends from base of the skull until clavicular area that includes the whole extends
of mucosa. Usually a 6 MV x-ray was used from a linear accelerator. The spine was
excluded from the beam after 44Gy and the final boost was delivered tothe primary
tumor plus 2 centimeters of safe margin (Fig- 1-a-d). The bulky nodal areas were boosted

up to 70Gy. Care was taken to reduce gap during radiotherapy.

Phase-I - Phase-I1 Phase-III Phase-1&11

Fig-la-d. Serial simulator films of phase-I, phase-II, phase III radiotherapy plan. The
lower neck field was used in phase-I & II only. Please note SHVL lead shields to protect

brain, brain stem, orbit, spinal cord and lungs. |
!

Chemotherapy

Cisplatinum single agent chemotherapy d was administered through intravenous route
concurrently to a dose of 30 mg in 1 hour infusion once weekly for up to 7 weeks.
Parenteral hydration, granisetron and dexamethasone were used for prevention of nausea
and vomiting. The chemotherapy was administered on the * working day of the week

before radiotherapy.




Evaluation of mucositis and body weight

The mucositis was graded using RTOG grading system. The evaluation was done every
week anc recorded. The dysphagia and skin reaction too was graded as per the RTOG
grading system (Fig- 2a-c). The lean body weight was also recorded every week using

same weighing machine.

Fig-2a. Schematic diagram of the oral
cavity showing 9-sites of the pral cavity
required to be evaluated during mucositis

assessment.

Fig-2b. A case of severe (RTOG
grade-III) cancer treatmen,v\t related
mucositis. Please note the [confluent

mucositis all over the dorsum of

tongue. The patient also| suffered

from severe dysphagia. |

Fig-2c. Close-up picture #')f the oral
mucosa area on the buccall aspect of
cheek showing breach in the continuity
of the mucosa. Note erythema in

addition to ulceration.




Evaluation of quality of life

The quality of life was recorded before and after radiotherapy using EO]

Head & Neck C35 questionnaire in Bahasa Malaysia language.

Statistical Analysis

The patient’s data were analyzed using SPSS-11 software and multivari

results were compared using chi-square test.

Results

RTC C-30 and

pte analysis. The

One hundred twenty nasopharyngeal cancer patients were recruited frorp three centers

from Malaysia. The median age of the study and control arm of patients

was 47 and 50

years in controls and study groups of patients that range from 10-81 years. The race

distribution was as follows Malays (30%), Chinese24%, Ibans (23%) aid other races in

7.5% of population. There were 40 and 42 males and 20 and 18 females

in the control

and study groups of patients (Table-1). Study was conducted between January 2005 to

July 2007 at Hospital Universiti Sains Malaysia, Hospital Kuala Lumpur, and General

Hospital Sarawak at a ratio of 24:16:80 patients. The stage distributionI

distribution of patients were similar in both groups (Table 1). !

and racial




Table-1. Patients demography and disease profile

Control Group Study Group
Number 60 60
Gender (Male) 40 (33%) 42 (36%)
Gender (Female) 20 (16.5%) 18 (15%)
Age 47(19-71) 50(10-81)
Stage(T1-4) 19/18/14/9 15/16/17/12
HPE type# 4(3%)/23 (19%)/32 (26%) 4(3%)/27(22%)/27(22%)
Race* 18/16/15/11 18/13/13/16
Ti 15 19
T2 16 18
T3 17 14
T4 12 9
No 15 12
N1 18 8
N2 19 25
N3 8 15
Gl 4 4 ;
G2 2 27|
' G3 32 27
"Poor ODH 10 P
Good ODH 47 12
Died 1 4
Tumor dose 70Gy 70Gy
Fieldsize 205.5cm” 210.4cm”

*Malay (30%)/Chinese(24.2%)/Iban (23.3%)/Bidayuh 7.5%,0thers (lé %);
#HPE  G1 6%, G2 42%, G3 49%




Concurrent chemoradiotherapy.
Our patients were offered 30 mg of cisplatinum parenterally on the 1% day of the
radiotherapy. Out of 120 patients 51(42%) received complete course of single agent
cisplatinum chemotherapy whereas incomplete cycles was delivered to ¢7 patients (57%)

where the reason of discontinuation was incomplete. (Table-2)

Compliance of honey treatment: Out of total 120 patients 49 patients acfually received
complete course of honey/placebo agents. 44 (36%) refused research agent treatment due
to poor taste of the research material. Incomplete treatment was offeredjto 21 (17%)
patients and adverse effect was seen among 6-patients mainly due to seyere burning

sensation in oral mucosa. (Table-2)

Table-2. Compliance to treatment

Control Honey '
Number recruited 120(100%) 120
Completely received 51(42.5%) 49 (40.8%)
Incomplete cycles*/treatment | 67(55.8%) 21 (17.5%)
Insufficient reason 02(01.6%) :
Refused treatment mid-RT 44 (36.7%)
Adverse effect (burning pain) 06 (5%) |

*Incomplete chemotherapy :2-weeks- 9, 3-weeks-11, 4 weeks-8, |5 weeks-13, and 6

weeks 33 patients




Mucositis prevalence

Mucositis was evaluated routinely every week. The grade 1-4 mucositis were similar in
control and study arm of patients. The grade 3/4 mucositis was marginal*\y lower in honey
treatment compared to placebo group of patients (Table 3). Similarly grade 3/4 dysphagia
was also lower among honey treated group of patients (Table 4). The rate of xerostomia

was almost similar (Table-5).

Table-3. Mucositis Pattern

Honey Treated Arm Control Arm

Weeks | 0 1 2 3 4 0 1 2 3 4

[ 832|169 86.7 | 13.3

5135 54263 534|414 |52 |
3 22.6 | 52.8 | 20.8 | 3.8 26 |60 |14 B

i 163 |51 | 245 |82 14| 605|256 ‘

5 13.6 |50 | 273 |9.11 77 513|308 | 103 ]

6 114 |42.9 | 314 [ 114 |20 [81 |486 (297 |81 |b4

7 69 4481241172

o
o

9.1 145512121182 (6.1

8 7.7 |46.2 308|154 12.5 | 31.3 1438 | 125

—_—




Table-4. Pattern of Dysphagia
Honey Treated Arm Control Arm

Weeks | 0 1 2 3 4 0 1 2 3 4

1 83.1 | 18.6 90 13.3

2 39 441 | 6.8 534 141.1 |52

3 226 |66 |94 |3.8 26 |60 14

4 163 | 633 | 184 | 6.1 14 60.5 | 25.6

5 13.6 | 59.1 | 20.5 | 13.6 7.7 513|308 |10.3

6 114 |27 16.2 8.1 |48.6 297 |81 ||55

7 69 |20 |26.7 |33 9.1 |455 (212|182 |l6.1

8 7.7 {30.8 | 385 |23.1 12.5 | 31.3 | 43.8 [ 12.5

Table-5. Pattern of Xerostemia ;
r Honey Treated Arm Control Arm ‘

Weeks | 0 1 2 3 4 0 1 2 3 4
T 88.1 | 11.9 88.3 | 11.7

2 525|441 |34 53.4 | 46.6

3 377 {647 |57 |1.9 28 66 6

4 20.8 64‘.4 12.5 | 2.1 20.9 | 60.5 | 18.6

5 19 54 238 |24 7.7 |53.8 33351

6 8.6 |629 (229 |57 8.1 (486 (351 | 8.1

7 7.1 536 {214 (143 | 3.6 | 125|406 |28.1 | 18.8

8 71 1571143 (214 6.3 (375|438 |125




Change oh body weight

The regular body weight measurement revealed a gradual reduction in the body weight

(median 5 kg) Table-6.

Table-6. Change of body weight during radiotherapy

Honey Placebo
Mean in Kg MedianinKg | MeaninKg Median in Kg
Week.1 60.16 61.4 59.41 60.4
Week.2 58.94 59 58.28 59
Week.3 57.82 58.75 57.26 57.55
Week.4 54.98 57 55.97 57.2
Week.5 54.34 54.25 54.48 55.4
Week.6 52.82 52.5 52.99 52.15
Week.7 51.4 51 49.47 49
Week.8 53.8 55 54.93 54.4

Change in the quality of life

The general quality of life was evaluated using EORTC general quality

of life

questionnaire. There was about 10% difference in the quality of life before and after

treatment in both placebo and honey treated group of patients (Fig-3). T

of EORTC C30 QIQ was less marked in honey treated arm than control

'he deterioration

S.




Figure-3.Comparative QoL graph show slope of EORTC H&N and general QoL
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Before After
Discussion

Oral mucositis is an acute effect of the radiation exposure to the oral my
tissue tolerance. The above exposure leads to a battery of pathophysiolo
immunological consequences that ultimately leads to inflammation, vas

cellular loss, release of cytokine, ulceration, infection and healing. The

radiation mucositis management should be multi-targeted that could prg

icosa that exceed
gical and
cularity, and

aim of the

vent various steps

of pathogenesis namely initiation, primary damage response, signal amplification,

ulceration and healing®. In this study we utilized pure natural honey in t
managerent of chemoirradiation-induced mucositis amongst nasophary
patients. There was non-compliance to honey and placebo treatment dus
palatability and compliance to honey and placebo agents leading to incri

patients in the evaluation. There was no significant improvement in the

he prophylactic
mgeal cancer

> to non-

eased dropout of

Mmucositis




amongst honey treated group of patients. However there was a trend tow:

incidence of RTOG grade-3-4 mucositis among honey treated group of p
to controls. These findings could be less number of patients compliant to
placebo treatment. The evaluation of body weight too showed equivocal

and control group of patients.

Management of oral mucositis is changing. A huge number of agents ang
been practiced in clinical trials, however, none of the agents or methods
significart benefit to reduce radiation induced mucositis. In one of the m
Wothington et al 5-agents has been indicated to have some benefit in ora
as placental extract, benzydarmine, antibiotic lozenges, glutamine and o1

those warrant further clinical trial'®. The difficulties in the understanding

ards reduction
atients compared
honey and

reading in honey

| methods have
have shown
eta-analysis by

1 mucositis such
al cooling agents

y of the results of

such trials have been further complicated due to the adoption of differen{( types of

mucositis grading system used by individual investigators. The WHO, R
grading systems are most often used in the past, however they are not re
inter-observer variation of reporting might be great. Most of the trials d¢
dental or oral surgeons in their trials. Very recently oral mucositis asses
(OMAS) have been devised to report mucositis objectively. The oral caj
to 9 sub-sites namely 1.upper labial mucosa, 2.lower labial mucosa, 3-4
buccal mucosa, S.right and 6.left lateral and undersurface of the tongue,
mouth, 8.hard-palate and 9.soft-palate. The radiation mucositis are grad
ulceration in each site. The combination of erythema and ulceration are

OMAS score. It need training and education among participating invest|

Honey is known to be antibacterial due to release of H202 at the tissue

TOG, NCI-CTC
producible and

» not include
sment score

ity is divided in
right and left
7.floor of the
ed as redness or
considered as
1gators to report
ent reporting''.

accurately. A study conducted amongst 65 investigators showed consist

site, reduce

inflammation, promote tissue repair, add nutrition and inhibit many complimentary

cascade pathways of mucositis pathogenesis'z. Honey act in mucositis |

of mucositis thus help alleviation of discomfort on various steps of mug

n multiple steps

ositis.




In a recent randomized study by Rashad et al'?

topical honey on the prophylaxis against chemoradiotherapy-induced mu

from Saudi Arabia studie

i the role of
cositis. They

studied the alteration of mucositis pattern among 20-oropharyngeal cancérs on

chemoradiotherapy treatment compared to controls receiving similar radilotherapy

protocols. The patterns of oral pathogens were also reviewed. In their study they noticed

significant reduction of severe mucositis (p<0.005). Candida colonizatior

pathogen bacterial culture was reduced significantly in honey treated arny

matched controls.

Another study from Iran by Motallebnejad and colleagues'* studied the ¢
oral mucositis among head and neck cancer patients on radiotherapy usii
OMAS index . In their study arm, patients received 20 ml of natural hon|
before radiotherapy, 15 minutes after radiotherapy and 6 hours after radf
age matched control patients were treated with saline oral rinse. The mu|
OMAS scale was significantly reduced among honey treated patients 20
6" week of radiotherapy. The mean weight loss in both groups was anall

indepencent sample t-test which was significantly high amongst control

" and aerobic

1 compared to

levelopment of

1g specific

ey 15minutes
otherapy. The
cositis score on
vs 8 at the end of
yzed using the

5 group of

patients (p 0.0000).

In our earlier study on the role of topical honey in radiation mucositis aj
and neck cancer patients. We showed significant reduction in RTOG gy
mucositis compared to controls. Instead of loosing weight, static or pos
was observed in the study arm®. Similar study in Japan revealed benefi
honey in the painful stomatitis caused by radiation mucotitis’. Smirnovj
studied to role of dagree “honey laminolact”to reduce post radiotheraps

. . . . . 1
complication among pelvic tumors undergoing radiotherapy 3

mongst 40 head

ade3-4 severe

itive weight gain
s of pure natural

a et al from Russia

y intestinal




The use of honey in cancer is widespread. In a pilot study, honey dressing

compared paraffin dressing in terms of tame taken to healing. The author
more recruitment of patients to get better statistical difference. The study
prematurely closed due to less recruitment of cases, more follow up time

. .
evaluate response to intervention'®.

Quality of life was evaluated using standard EORTC general and head a1J
quality of life. There was similar deterioration in the quality of life in bof

placebo group of patients.

Radiation mucositis is known to cause oropharyngeal pain leading to dys
decreasec intake. The nutrition is further complicated by the loss of taste
nausea and vomiting and cancer induced anorexia. The resultant malnuty
weight loss (cachexia) and non-compliance to radiotherapy or chemothe
study we observed median weight reduction of ~10Kg over the period o1
comparative study suing honey and no treatment the mean weight loss w
7Kg). whereas in the control group the mean weight loss was 6.3 0.53 (2

above difference was statistically significant'*. In various studies in con

radiotherapy in head and neck cancers investigators advise total parenter

combat weight loss'’, however we did not used any parenteral or enteral

3 was superior to
5 suggested
was

required to

\d neck specific

h honey and

sphagia and

and feeling of
ition leading to
-apy . In our

[ irradiation. In a
as 1 0.35 (0-
-11Kg). The

surrent chemo-

al nutrition to

feeding.

In conclusion. the current study did not showed significant mucositis changes perhaps

because of incomplete data from participating centers due to discontinuance of honey

treatment in the middle of radiotherapy. The main complaint was nausea and vomiting

and some patients complained of burning sensation on mucosa. The aba
be due to poor quality of honey or peculiar response of concurrent cherrF
induced mucositis. Further studies are needed with established mucositi

any significant benefit in mucositis.

ve effects might

oradiotherapy-

s scale to observe
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Randomizaﬁon No:

JAEA Research Project: Phase-1ll Randomized trial comparing topical application
of natural honey in the management of radiation mucositis among patients undergoing

radical radiotherapy for nasopharingeal cancer.

Name of the patient:

Identity Card Number/Passport Number:

Hospital Number:
gp Age (in years):
. Sex: M/ F
Race:
Any other non-concerous medical problem:
Perevious anticancer treatment history
Diaguosis: Nasopharyngeal Cancer
Stage (TNM-AJCC system )
Histology ( Tissue dlagnosas ) with reference number
m“—-—cmrdmmmw gvmsf cariesf edentulousf Use of
@\ _ treatment.
Check list
Full blood count (Hb%, TLC and Platelet)
= o Liverfonmctiontest -
Kidney function test

denture during

Pretreatment EORTC QoL-C30 and QoL Head & Neck 35 questlonﬂane

Waitien-consent e e




Radiotherapy Details

Fields and field sizes

Parallel oppesed laterai alone

Parallel opposed lateral and lower anterior
Phases of radiotherapy

Total dose in Gy

Fractionation schema

Dose per fraction
Overall treatment time

Treatment bréaké (In days and reason)

Inira-Radiotherapy Evaluation (Please use RTOG grading system and same inghing machine)

Dates | Week-1 | Week-2 | Week-3 | Week-d | Week-5

Week-6

Wéek—7

Week8

Week-
13/14

Oral
mucositis
grade
RTOG)

Dysphagia

 (RTOG)

grade

Body
Weight
(in Kg)

Dry mouth

Post-radiotherapy assessment on the last day
Qol. C-30 and QoL H & N 35 questionnaire
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EORTC_OLO - H&N35

Patients soraetimes report that they have the following symptoms or problems. |Please indicate the-

extent to which you have experienced these symptoms or problems during the past week. Please
~ answer by circling the number that best applies to you.

During the past week: | Not . A |Quite Very
atall  little | abit much
31. Have:you had pain in your mouth? ' . ) 1 2 3 4
32, Have you had pam in your'ji;nff T 1 2 3 4
(C 33. Haveyou had soreness in 3}0111' mouth? 1 2 3 4
34, Have you had a painful throat? ' 1. 2! 3 4
35. Have you bad problems swallowing liquids? | ~ 1 2 | 3 4
36.  Have you had problems swallowing pureed food? 1 2 1 35 a4
37. Have you had problems swallowing solid food? 1 2 ! 3 4
38. Have you choked when swgllowing? : 1 2 ‘ 3 4
39. Have you had problems with your teeth? ’ 1 2 | 3 4
40. Have you had problems opening your mouth wide? ' 1 2 ? 3 4
41. Haveyou had a dry mouth? 1 2 i 3 4
42. Have you had sticky saliva? o 1 2 3 4
- 43, Have you had problems with your sense of smell? 1 2 i 3 4
44. Have you had problems with your sense of taste? 1 2 3 . 4
45. Haveyou couéhed? 1 2 3 4
- ome-e 46 -Have you been hoarse? 1 2 3 4
47. Haveyou felt ill? » 1 2 3 | 4
I8 Has YOUF appearaince bm-’"” T 1 2 3 4

Please go on to the next page




During the past week:

49.

50.

51.

Have you had trouble eating?

Have vou had trouble eating in front of your family?
Have you had trouble eating in front of other people?
Have you had trouble enjoying your meals?

Have you had trouble talking to other people?

Have you had trouble tallcmg on the telephone?

56.

57.

58.

59.

60.

Have you had trouble having soéiél contact with your family?
Have you had trouble having sccial contact with friends?
Have you bad trouble going out in public?

Have you had trouble having physical
contact with family or friends?

Have you felt less interest in sex?

Have you fel: less sexual enjoyment?

During the past week:

61.
62.
63.
64,

65.

Have you used pain-killers?

Not
.at all

Have you taken any nutritional supplements (excluding vitamins)?

Have you used a feeding tube?
Have you lost weight?

Have you gained weight?

© Copyright 1994 EORTC Quality of Life Study Group, version 1.0 All rights reserved

A
little

Quite  Very
abit much
3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4
3 4 |
3 4
3 4
3 4
No Yes
1 2
1 2
1 2
1 2
1 2



EORTC QLQ-C30 (version 3)

We are interested in some things about you and your health. Please answer all of the

circling the number that best applies to you. There are no "right" or "wrong" answers. TH

provide will remain strictly confidential.

ENGLISH

questions yourself by
e information that you

Please fill in your initials: I I |
_Your birthdate (Day, Month, Year): (I I A A
Today's date (Day, Month, Year): SO I I I
Not at A Quite  Very
All Little | aBit Mouch
1. Do you have any trouble doing strenuous activities,
like carrying a heavy shopping bag or a suitcase? 1 2 3 4
2. Do you have any trouble taking a long walk? 1 2 3 4
3. Do you have any trouble taking a short walk outside of the house? 1 2 3 4
|
4. Do you need to stay in bed or a chair during the day? 1 2 i 3 4
, |
5. Do you need help with eating, dressing, washing ‘
yourself or using the toilet? 1 2 3 4
i
During the past week: Not at A i Quite  Very
Al Little; aBit DMuck
6. Were you limited in doing either your work !
or other daily activities? 1 2 3 4
7. Were you limited in pursuing your hobbies or other .
leisure time activities? 1 2 3 4
1
) t
8. “‘Wereyou shortof breath? - : 1 2 3 4
t
9. Have vou had pain? 1 2 3 4
10. Did you need to rest? 1 2 3 4
11. Have you had trouble sleeping? 1 2 3 4
12. Have you felt weak? 1 2 3 4
13. Have you lacked appetite? L1 2 3 4
.14, Have you felt nauseated? 1 2 3 4
15. Have you vomited? 1 2 3 4
|
Please go on to the next page



ENGLISH

During the past week: Notat A (&uite Very
All Little aBit Much
16. Have you been constipated? 1 2 3 4
17. Have you had diarrhea? 1 2 3 4
18. Were you tired? 1 2 3 4
'19. Did pain interfere with your dai.ly. activities? 1 2 3 4
20. Have you had difficulty in concentrating on things,
like reading a newspaper or watching television? 1 2 3 4
21. Did you feel tense? . i 2 3 4
T piywwemyr A T
23. Did you fzel irritable? " _ 1 2 3 4
24. Did you feel depressed? 1 2 3 4
25. Have you had difficulty remembering things? - 1 2 3 4

26. Has your physical condition or medical treatment
interfered with your family life? 1 2 3 4

27. Has your physical condition or medical treatment i
interfered with your social activities? 1 2 | 3 4

28. Has your physical condition or medical treatment
caused you financial difficulties? 1 2 + 3 4

1

For the following questwns please circle the number betweelf 1 and 7 that
best applices to you

29. How would you rate your overall health during the past week?

1 2 3 4 5 6 7

Very poor Excellent

30. How would you rate your overall quality of life during the past week?

1 2 3 4 5 6 7

Very poor ‘ Excellent

& Copyright 1995 EORTC Quality of Life Group. Al rights reserved. Version 3.0



RTOt

GRADE 0

SKIN  No change over

Baseline

ARG

SEV

CO5S No Change

SALIVARY No change

GLAND

LARYN> No Change

TOXICITY ASSESSMENT
GRADE 1 GRADE 2 GRADE 3 GRADE ¢
Follicular,faint,dull Tender,brié,ht Confluent, moist Ulceratio;l.
Erythema/Epilation/Dry  Erythema.Patch. Desquamatiof\ haemowhage
Desquamation Mod. Edema Pitting Edema  Necrosis
Erthema/Mild Pain Mucositis Confluent Fiy.  Ulceration
Sero.Sang.Dis  Mucositis Hemorrhage
Req.Analgesic Req.Narcot;c Necrosis.
M:ld éfyness mouth Mod.Dryness  Complete. 5 Acute Salivary
Thick Saliva/Metalic Taste Thick Saliva Dryness Necrosis.

Mild Hoarseness Pers.Hoarseness

Mild cough

Erythema mucosa Anti tussive needed. Arytenoid. Edema ;

Refd.OtaIgia.Cough. Throat pain.

Whispered Speech Narked Dyspnea

Stridor.

Tracheostomy.

l

i
|
|

ESOPHAGUS No change Mild dysphagia Mod. Dysphagia Severe Dysphagia .Complete Obstruction

WBC(X 1000) >4.5

NEUTRCPHHILS
¢X-1000) - - >1.9

HEMOGLOBIN >11
(GM %)

PLATELET
(X 1000 )

>130

Or Odynophagia or Odynophagia

or Odynophagia Ule ration, Fistula

<0.5 or Sepsis

3.0-<45 2.0-<30 1.0-20 <10

|
1.5-<1.9 1.0-<15 05-<1.0
9.5-11 <95 - Paccked cell Transfusion required
90 — <130 50-<90 25-<50

<25 or Spontaneous bleeding




NAUSEA/VOMITING None

DIARRHEA

ALOPECIA

FEVER

GRADE 0

None

None

none

GRADE 1

Nausea

Transient
<2 days

Minimal

<38C

GRADE 2

Transient Vomit.

Tolerable
>2days

Patchy

38-40C

GRADE 3

Requiring
Treatment

[ntolerable

Treat. .req i

complete

>40C

GRADE 4

Intractable
Vomiting
Hemorrhagic
Dehydration

non reversible

+ Hypotension



L CTC Version 2.0
Pablish Date: April 30, 1999
Grade
1] 1 2 . 3 o 4
none increased stoal increaded stool increased stool fie- perfixation, bieeding or

frequency, occasicnal .ﬁqqng:g,h]wding. . guoency/dianhes yequir-  necrosis or other life-
blood-stredked stodls or  “fmticus discharge, or ing parenteryl suppart;  fixreatening

rectal dscamfort Tectal discoiafoit rectal tile Teinit- complication requiring
(ocluding hemarrhoids)  requiring medication; ing transfusion; or per-  surgical intervention
not requiring gmal fissure . . sisteqt mncys discharge, - (e.g., ¢olostemy)
mzdmtmn . necessitating pads .
Also consider Hemorthage/bleeding with grade 3 ar 4 tirombocytopenia, Bzmun]mge[blccdmg w:ﬂwnt grade 3 or 4 tiromBocytopenia, Pain dge to yadiation.
Notes: Fistala s graded separately as Fistldwectalfanal. o ’ : X
Proctitis occuning more than 90 days after the start ofmd:auon therapy is gmdzdm the RIOG/EOR’IC Late Radiation Morbidity Scoring Scheme. (See
Appendix IV) N ‘ :
vty gland changes nome : slighﬂy ﬁsickened thick, Topy, sticky - acute salivary gland
Salivary ghan saliva; ey have sativa; markedly altered neceosis
slighily dltered taste taste; alteration in diet
(e.g., metallic); Tequired
H _addinmalﬂnidsmy Be,
Sense of smell. normal - -
Smmus/phamgms ' Tome peinfal ema, severe lceration ar .
(mypha:yngczl mucnsitis) edema, or s © reqmires paslenta'a! ar
Tequiing IV hydratian  enter] Tstttional
of lesians . support or lxuphylachc

‘Noh:: Rad:znnn-rdamd mucositisis grded as Mucosrbs dne ta:mdzatxcn. ] ) .
| Taste distmsbance fomeal slightly altered " maskedy aitred SIS N -
‘(dysgensia) o ) _ : .
i+ L. Typhlitis nome . - . abdogrinal gain, - éi:&éa:an,ﬂaa&mg as

i, | Grifismmation of the tecem) digrzhea; f;

oz, gnd Tecrosis e othar Ee- -

TF : radiograghic or biopsy fiwreatening.- - :
e docum ocmp}mmmre@mnz
(R ' - T surgical imtervention

O {eg, colostomy)

' .Also consider Hemorthage/bleeding with grade 3 or 4 fizombocytopenia, Hemutﬂxagdl}leeﬁngwnhm gzade3 ard ocytepeniz, Hypotension, Febrile

none lqnsodem‘Mhmts . 25 episodes in 24 homs
over pretreatment over frretreatment

modexate severe Iife-fhreatening, or
disebling
<4 Therapy Evaluation Program : 13 Revised March 23, 1
Toxicity Oiteria, Version2.0 1%

B, NCL NIEL, DHESS ' March 1998

<«
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Appendix Il1

Performance Status Scales/Scores

CEC Version 2.0
Publish Date: April 30, 1999

PERFORMANCE STATUS CRITERIA
Kambfsky and Lansky performaﬁ scores are infended to be multiples af 10.

ECOG (Zubrod)

. Kamofsky'

Lapsky*

Qesciiplion

Resticted in physically
1 - | stenuous activity but

out wiork of & light or

housawork, cffice work.

ambutatory and able to carry
‘sederitary nature; e.g., fight

Description

Nozma! achivity with effot;
soiTie'Sigres or symptonis of
disease.

70.

Cares forseff, unabiétocaf'y 1

oen noma!acavrlyo:doadzve
work - - .

Capable of only fimited

{ chelr more then 50% of
waldng hours. - -

3 | seHcare, confined to bed or

48 ¢ Disabled, requires special care . Mosﬂymbed“pertmp@&s tn quict
. ] and assistance. setiviies. |7 . .
<30 { Severely disabled, in bed; needs assistance even for quict | .
= 1 Yiospitalization indicated. play. | :
.- FDES nat imminent )

*The conversion of the Lansky to ECOG scales is intended for NC repipifing purposes only.

Cancer Therapy Evalution Program
Commog Toxicity Criferia, Version 2.0
DCTD, NCI, NIH, DEHES March 1998

30

Revised March 73, 1993
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APPENDIX B
Patient Information and Consent Form

Research Title: Phase lll Randomized Control Trial Comparing Natural
Honey in The Management of Radiation Mucositis
Among Patients Undergoing Radical Ratliotherapy for
Nasopharyngeal Cancer.

Researcher’s Name : Dr. Biswa Mohan Biswal

Introduction

You are invited to take part voluntarily in a research study of pure natural honey '
in the management of radiation mucositis. Honey is a mixture of flower nectar

and the body part of honéy beé. Honey is an old remedy|in many disease
including burn and oral disease. Recent studies shows that pgure natural honey
can prevent the development of severe year radiation mucositis. Honey being a
nutritional supplement rich in calorie, help cancer patient to ggin energy. We are
going to use honey to a group of patients undergoing radiott%rapy that aimed to

prevent mucositis. Before agreeing to participate in this regearch study, it is
important that you read and understand this form. It desciibes-the purpose,
procedures, benefits, risks, discomforts, and precautions of the study. It also
describes the alternative procedures that are available to you and your right to
withdraw from the study at anytime. [f you participate, you wili receive a copy of
this form to keep for your record. '

Your parcipation in this study is expected to last up to 6 - 8 weeks. Up to 120
patients will be participating in this study.

VWhat is nasopharyngeal cancer?

“‘Nasopharyngeal-canceris one of the most common cancer amjong Malaysian
men arising from the nasopharynx. The nasopharynx is preserjt behind the nose
and at the top of the throat. This cancer is very common among Chinese and
Malay race. Once started, it can spread to neck nodes and than to other parts of
the body if not treated by radiotherapy.

What is mucositis?

Mucositis is the common symptom develop among patients those undergoing
radiotherapy to the head and neck area. There may be symptoms of sore throat,
painful swallowing and ulceration of the inner linning of the mqguth and throat.




Purpose of the Study

The purpose of this study are to determine if pure natural honey
development of symptomatic radiation mucositis.

Qualification to Participate

The doctor in charge of this study or a member of the study stafi

with you the requirements for participation in this study. It is imj
are completely truthful with the doctor and staff about you healt
should not participate in this study if you do not meet all qualificat

Some of the requirements to' enter in this study are —

£ Nasopharyngeal cancers.

2 HPE evidence of cancer.

& Wiling to sign consent form to participate.

¥ Willing for full course of radical radiotherapy. -

Yout cannot participate in this study if

)

L You receive previous radiotherapy.
5

L

2 Insane person.

”

i3

can prevent the

" has discussed
dortant that you
h history. You
ions.

You are suffering from Co-morbid connective vascular diseases, diabstes.

Study Procedures ' ‘

perform routine clinical examination, review your x-rays, biopsy teport and other
relevant investigation necessary for you.lf you are selecied for radical

radiotherapy, you will be asked to answer our questions to asse

your

welibeing. Radiotherapy treatment consist of five treatments per week to a total

of 7 — 8 week. The patient in this study group will be given 20

| of pure natural

honey, 15 minutes before radiotherapy, 15 minutes after radiothgrapy and 6 hour
after radiotherapy. During the period of radiotherapy your doctor / research
assistant will check your oral cavity for the development of mucgsitis everyweek.
We record your body weight everyweek during the course of radiotherapy.

Fallowing the treatment, the study doctor or his representatives

may contact you

to obtain information about your experiences during the trial or the status of your

health and quality of life.




@—"—”—Gth‘er‘i’reatments**"‘—"—— T

Risks

Honey is the natural product being used for food supplement|don’t have any
significant additional side-effect unless you are allergic to honey/Radiotherapy to
the head & neck area carries similar risks to both study and contrpl arm.

Reporting Health Experiences.

If you have any injury, bad effect, or any other unusual health experience during
this study, make sure that you immediately tell the nurse or Dr. Biswa Mohan
Biswal at 09-7663208 @ HP. 019-9669165. You can call at anytite, day or night,
to repoit such health experiences.

If you do not want to take part in this study, your illness or condition will be
treated with radical radiotherapy alone. The study doctor can discuss these
treatments and therapies with you.

Participation in the Study
Your taking part in this study is entirely voluntary. You may refuge to take part in
the study or you may stop participation in the study at anytime, without any

panaity or loss of benefits to which you are otherwise entiited.

Your participation also may be stopped by the study doctor orj sponsor without
your ccnsent.

If you stop being part of this study, the study doctor or one of the staff member
will talk to you about medical issues regarding the stopping of your participation.

Possibie BRenefits

Study agent will be provided to you at no cost to you. You may receive
information about your health, physical examination finding and laboratory tests
to be done in this study.

Although honey being used for the radiation mucositis, there is ho guarantee that
you will receive any medical benefit.




Questions

If you have any question about this study or your rights, please cg

1. Dr. Biswa Mohan Biswal.MD, Consuitant Clinical Oncolog
Department of Nuclear, Medicine,Radiotherapy & Oncolog
Hospital Universiti Sains Malaysia, 16150 Kubang Kerian,
Malaysia.

09-7663208 ( Office ), HP: 019-9669165,
(email biswa@kb.usm.my)

y

o

Malaysia: -
3-77223880 (Office), HP: 012-3865140
(e-mail: gurul @tm:net.my)

(U5

Dr. C.R Bina Devi, Consultant Clinical Oncologist
Department of Radiotherapy & Oncology

Hospital Umum, Kuching, Sarawak.

(e-mail: devina@pc.jaring.my)

4, Prof. Madya Yoke Ching Foo.Associate Professor (UPM) & CI'Hnical Oncologist.
Department of Radiotherapy & Oncology, General Hospital Kuala Lumpur

Jalan Pahang, Kuala Lumpur.
(e-mail: y.c foo @ hotmail.com)

Confidentialty

Your medical information will be kept confidential by the study

Data obtained from this study that does not identify you individually will be given

to the investigation and/or its representatives and may be published

Your criginal medical records may be reviewed by the spobnsor and/or its
representatives, the Ethical Review Board for the this study, and regulatory

authorities.

By -signing—this—consentform, ~you authorize the record review, information

storage and data transfer described aboved.

Dr. Gurcharan Singh Khera, Consultant Clinical Oncologist Damjasara Specialist
Hospital.119. Jalan ss 20/10 Damansara Utama, 47400 Petaling Jaya, Selangor,

doctor and staft
and will not be made publicly available unless disclosure is required by law.



Signatures

To be entered into the study, you or a legal representative mujst sign and date
the signature page (see Appendix 1)




Patient Consent Form (Signature Page)

Appendix 1

in the management of radiation mucositis gmong patients

Research Title : Phase lil randomized control trial comparitTf natural honey

undergoing radical radiotherapy for nasop

Cancer.

Researcher’S Name : Dr. Biswa Mohan Biswal

aryngeal

To become a part this study, you or your legal representative must sign this

page.

By signing this page, | am confirming the following:

——ti"ThaveTead-ailof theinformation in this Patient Information and Consent
: Form including any information regarding the risk in this study and | have

®

had time to think about it.

£2 All of my questions have been answered to my satisfaction.

& | voluntarily agree to be part of this research study, to foligw the study
procedures, and to prqvide necessary information to the dpctor, nurses, or

other staff members, as requested.

£ | may freely choose to stop being a part of this study at anytime.
& | have received a copy of this Patient Information and Conjsent Form fo

keep for myself.

Folent Kams (Print or type)

Patient Injtiats and
Fadent Nygmber

Patient [.C Number (new)

Patient i.C No. (old)

Signature of patient or Legal Representative

Name & Signature of Individual Conductiong
Informed Consent Discussion (Print or Type)

Date (ddMMyy) (add
ime of day if appropriate)

Name & Signature of witness
Notes:

Date (ddMMyy)

Date (ddﬁ(ﬂMyy)




