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PRELIMINARY STURIES TO FIELD TEST WHO CANCER PAIN RELIEF GUIDELLINES

OUTLINEZ OF APPROACH

Identify Participating Centres
and Study Coorcdinators

GROUF 2 GROUP 1

Those with Exteénsive These without Extensive
Previpus Exposure to Previous Exposure to
The Guidelines The Guidelines

STUDY 1

Baseline Dafa om Current Practice. Submit
Tnitial Interview and Regular follow-up
data on 60 cancer patients with pain

STUDY 2

Tntreduce Guidelipes and Test Feasibility and Effectiveness.

Submit inirial ioterview and regpular follow-up data on 10

pilot and 50 scudy canger patients with pain treated using
the guidelines pringiple

STUDY 3

Qutreach Studies
To be formulated
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STUDY 1 OF THE PROGRAMME TO FIELD TEST WHO CANCER PAIN RELIEF GUIDELINES

1. INTRODUCTION

In 1982 the World Health Assembly endoarsed the WHO Cancer Pain Relief Programme, whose
objective is to offer paip relief to cancer patients through the existing health care
system, In October 1932, a WHO consultation wzs held ip Milan with & core advisory committee
of experts in pain treatment. A document entitled "WHO Draft Interim Guidelines Handbook on
Relief of Cancer Pain' was prepared.

Field testing studies of the guidelines are plammed to determine feasibility and
effectiveness worldwide. Prior te the introduction of these guidelines in selected
hospitals/clinics participating in the field testing, baseline data on current praectice will
be abtained. STUDY 1 is desigoned to accomplish this baseline dara ¢ollaection,

In 1984, the WHO Collaborating Centre for Cancer Pain Relief was identified in the
Division of Pain Therapy at the Natiopal Cancer Institute of Milan, This centre, in
conjunction with the WHO Collaborating Centre for Cancer Biostatistics Evaluatiuon ar Harvard
University in Bostom will coordinate the conduct of the srudy as the central operations
office for the Field Testing,

2. STUDY QBJECTIVE

Qbtain background data oo the current practice of pain management in selected
participating centres,

3. STUDY DESIGN

Participatiog centres without. extensive previous exposure Lo the guidelines will be
identified. A study coordinator for each centre will be designated to facilitate the
completion and spbmission of the data collection forms.

Initial interview and regular follow-up data will be submitted to Milan on &0 cancer
patients with pain,

4, METHODS OF AFPPROACH

Patient populatien: Patients with cancer pain are eligible for the study.

Treatment Programme; Usuzal practices are to be used for the treatment of pain.

Forms submission and Follow—up Schedula: The initial interview form is completed at the
firse visat. The patient's current self-assessment form is used to obtain the patient's
assessment of the pain intensity and the depree of relief prnV1de by the given treatment,

The patient answers the four items on the form both at the inirial wvisit and at tche follow—up
Teports.

The follow-up reporting schedule should be weekly for the first twoe weeks; every four
weeks thereafter, if stable; at each change in treatment; weekly for two weeks aiter &
change: every four weeks, thereafter.

Up to Eour follow—up assessments can be made on each follow-up form,
Initial daka apd fellow-up forms are submitted to Milan when completed,

Statistical considerations: The submizsion of data on 60 cancer patients with pain will
provide sutficient precision for assessing the degree of relief and durarion of teliaf
obtained Ly current practice, A reduction of pain by ane level will be detected with 95%
probability using a two—sided alphas = 0.05 Wilcoxon Rank Sum Test, The resules will provide

a historical basis for measuring the impact of treatment gu1delxnes which are under
development,
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INSTRUCTIONS FOR COMPLETING THE WHO CANCER PAIN RELIEF GUIDELINES
FIELD TESTING STUDY FORMS

The forms packer contains an Initizl Interview Form, and three pages to record up to 12
follow-up reports, Patient's Current Self-Assessment of Pain Forms and additienal follow-up
forms are alse provided,

Complete the first page of the initial interview whem a patient with cancer pain is
identified for the protecel, Submit a copy of the Initial Interview Form to the
Collaborating Centre in Milan immediately to registar the patient. Cases should be assigned
nunbers sequentially at each hospital, The hospital cede and case number will serve to
identify the patient on future forms,

-  Tne form should be completed by an adeaquately instructed nurse,

~  The patient's self-sssessment of the level of pain and the degree of relief Wlll be the
principal items for EValuatlon.

-  The itews whiech should be completed at first visit are on the front page. In the other
three pages up to 12 follow-ups can be registered,

~ All dates are in day/month/year format.
FIRST VISIT
Report the following items:

Date of first visit (day, month, year), hospital name (with code number), patient's name
and surname, sequentially determined case onumber for the patient, age, sex, height, weight,
type of cancer classified aceording to orgam pathology (i.e, breast, lung, colon-~rectum
etg,), and how many months since cancer was first diagnosed.

I  PATIENT'S GENERAL CONDITION: JIndicate with a check (V6,if cancer is primary,
disseminated or Lf state is mow kaown. Indicate also if the patient is in terminal phase
{i.e. prognosis of less than three montbs survival), Give the UICC Parformance Status Score
according to tha scale given on the pages of codes, State whether the patient is being
treated as an inpabtient or outpatient. '

11 DESCRIPTION OF PAIN: determine how long the patient has had csncer pain, in which part
of the body the pain is localized, and what the presenmt pain relates to. Using the Patient':
Current Self-Assessment of Pain ask the patlent to spacify the mean intensity of pain felt ir
the past 48 hours (as a time-frame). Pain intensity is registered making use of three
adjectives: slight, moderate and severe. 'The patient should then be asked the number of

hours with pain per 24 hours (average), and the number of hours of sleep per 24 hours
(average).

11% PRESENT DRUG TREATMENT FOR PAIN: rteport the drug treatment fer cancer pain relief which
the patient is alreaﬂy undergoing. If no treatment is being given, ¢heck the box labelled
"ne drug treatment' If the patient is being treated pharmacologically, give the nama of th
drugs, ihe Toute (CR = oral Toutet IV = intravenous; IM = intramuscular; R = rectal),

dose (mg)}, schedule and date started.

IV PAIN DRUG RELATED SIDE EFFECTS; 1in case the patient has already started pharmacological
treatments for pain relief, report side effects, if any, If side effects occur,‘xndlcate i
if intensity is slighz; 2 if maderate; or 3 if severe, according to patient's judgemenc,

V  OTHER PAIN RELIEVING MODALITIES: indicate the types of other treatments for pain relief
undeTgone recently (wWitnin the past four weeks) by the patient, together with the date when
treatment was started.
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VI COMMENTS ON THE FFFECT OF THE CURRENT THERAPIES: give any commeuts which would be
helpful to evalvate the current status of the patient and the effectiveness of the treatments
which were tried.

FOLLOW UB REPORTING

A follow-up report 1s to bhe made:
- Weekly for the first fwo weeks to monitor stabilization of pain status,
- At any time the treatment is wodified,

- Weekly for two weeks after any pain treatment modification to monitor the impact of
the modification,

- And at a minimum of every four weeks thereafter for stable patients.

Each follow-up report refexrs to the pericd between the previous report and the current
follow=-up visit. .

PATIENT'S GURRENT SELF-ASSESSMENT OF PAIN FORM:

At each follow—up assessment, the patient is to complete rthis form te provide an
evaluation of pain intensity, hours of pain, hours of sleep, and evaluation of pain relief
provided by the given treatment. This form may be used at a elimie¢ visit or may be submittec
{or mailed) later to the clinic coordinator (registrar), Patients may provide
self-assassments without being required to return to the e¢linie,

FOLLOW-UP FPORM

1. DATE OF FOLLOW-UP REPORT: ecarefully snd sccurately enter the date of the evaluation as
day/menth/year. '

2., ASX THE PATIFNT(using the Yelf-Assessment Form): how had is the pain? Mark with a checl
¢ the adjective which the patient uses to best explain the pain intensity felt. Give the
number of hours per 24 hours (average) the patient had pain, and how many hours the patieot
slept per 24 hours (average), Using a measuring ruler (in millimetres), determine the LASA
PAIN RELIEF SCORE (a number from O to 100 millimetres weasuring from the left to the right)
indicated by the placement of the mark (x) by the patient on the LASA scale.

3. PAIN DRUG TREATMENT GIVEN SINCE THE PREVIOUS REPORT: 1indicate the drugs given, the route
of adminiscration (QR = oral route, IV = intravenous, IM = intramuscular, R = rectal), the
gose and schedule,

4., PAIN DRUG MOUDIFICATIQN: indicate the ressevn for any change in pharmacolgical treatment
as due to ansurfficient anmalgesie effect, excessive side effects, or other reasons (e.g,
patiernt's lack of confidence 1in the drug, too expensive, ete),

5. PAIN DHUG RELATED SIDE EFFECTS: report side effects ( 1 = slight, ? = moderate, 3 =
severe) due to pharmacologlcal treatment for pain relief.

6. OTHER PAIN RELTIEVING MODALITIES: indicate any other treatment for pain relief which the
patient underwent since the previous follow-up reporr,

7. PATIENYT STATUS: indicate if the patient is alive, dead, or lost to follow=-up and give
the date,. This question needs te be completed only onece on each follow-up form. an
tndication that the patient has died signals the coneclusion of follow-up, so that no mors
data will he vregquested.

8., COMMFENTS: enter any comments about the patient's pain and pain tveatment course which
wight be helpful for evaluating the effectiveness of the treatments for this patient.
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RATA SUBMISSION

Patients are to be followea until death {or until the time when final aata analys@s for
the study will begin}. The initial interview data Form and the follow-up fotms countaining
data for 12 follow=np assessments should be submitted to the Collaborating Centre in Milap as
soon as they are completed. Patient's Current Self-Assessment of Pain Forms ueed not be
submitted, as the data from these forms will he trapnscribed aonte the follow-up [erms.
Additrional follow-up faorms, each eontaining four possible follow-up visit reports, should be
submitted to Milan when compleced,

EASTERN COOPERATIVE ONCOLOGY CROUP (ECOG) PERFORMANCE STATUS SCORE

$core value that the patient is "capable' of performing

O nNormal Acrivity.

1 Symptoms but nearly fully ambulatory.

2 Some bed time, but nezeds to be in bed less than 50 per cent of the notmal daytime.
3. MNeeds to be in bed greater tgan 50 per cent of normsl daytfime.

4, Unable to get out of bed.

LASA INSTRUCTION EXAMPLE

PATIENT'S CURRENT SELF-ASSESSMENT OF PAIN

Patient's Name: Date:
a. How bad is the pain? none 1:7
{past 48 hours) _
slight /7 Piease
check
moderate /7 one
severe 1:7
b, lHow many nours do you have
pain per 24 hours (averape)? hours
C. How many hours do you sleep .
peT 26 hours (average}? hours
d. overall, bhow do you evaluate the relief of pain providad

hv the given treatment?

Please put a mark (x) on the scaie balow to show how you feel.

e / / Complete
Relief 0 100 Pain
At All Relief
Example:

No / v / Complete
Relief 0O n 100 Pain
At AlL & 71 A Relief

eorer ¢ 4 7, 2 ,millimetres written ioto follow-up form
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Stupy 1

DATE | 1 )t 1oy |
4 d m m ¥y ¥

PATIENT HAME

CASE NUMBER { ] |

AGE {Years) | SEX ¢ HEIGHT (ems) | | 4 WEIGHT (kg) 4 1 |

TYPE QF CANCER HOW MANY MONTHS SINCE CANCER WAS DIAGNOSED? | | | menths
PATIENT'S GENERAL CONDITION

5TATE OF GCANGCER Check ECOG PERFORMANCE STATUS HOSPITALIZATION STATUS Chegk

1. Primary enly — 1. In-patient —

7. Disseminated — Terminal patient 1 2. Qut-pationt -

3, Not known | — (¢heek if yes) 3. Home care only -

DESCRIPTION OF PAIN

How long has the patient had cthe pain? months

Where is Che pain?
Faip telates to (check each that appliez):
] bone nerve compreszion [] seft-tissue cxtension
[Jvisceral inveolvement {1 raized intracramial pressurc Emuécla Spasm
ASK THE PATIENT (PATIENT'S CURRENT SELF ASSESSMENT FORM):
a. How bad is the pain? (past 48 hours) [ nene
] slight check
[ moderate one
{1 severe
k. How many bours of pain per 24 hours (average)? | | hourg
€. How many hourz of sleep per I4 hours (aversga)? | hours

PRESENT DRUG TREATMENT FOR PAIN - What drug is the patient taking for pain?
Check Category Ceneric name route dose *zehedule

No drug creatment
Non=narveofics

[[] Other: speci:

date started

Wealk narcorics

SEYang narcolics

AnCiconvulsants

Paychotropics

AnCihistamines

Antidepressancs

Steroids

Other

(1000000004

*  Seheduole: Specify wherher only occassionsally (3 or less times per week)

az needed, ot tegularly by the clock,
PALN DRUGC RELATED 5IDE EFFECTS (If presenc, give ingensity:

—

Mausea '

ses ! Bleeding ] Sweating 1
- Vomiting T Gastralgia [ Dbrymouth 3
1 Drowsiness [: Restlessnpss [:] Treemar

, OF trequently;

0 = none; 1 = glighe; I = moderate; 3 = severe)

Vertigo
Others (specify}

OTHAR PAlN RELIEVING MODALITIES (If yes, specify date and gype)

heck dace (dd/mm/yy} Lype
I”" Radiation

i Surgrry

i Chemptherapy

I—1 Traditional Mecheds

7] Qthers fspecify)

SOMMENTS ON THE EFFECT OF THE CUKRRENT TREATMENTS:
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FOLLOW=1P EVALUATION DATA

DATE OF FOLLOW=UP REPORT

HOSPITAL

FATIENT NAME

sTUNE )

CASE NUMBER | _

(lze

seli-assegsment form)

a. How bad is the pain
(past 48 hours)?

b. How many hours of pain
per 24 hours (average)?

. How many hours of aleep
per 24 hours (average)?

LASA Pain Relief Score
(0=none; l00=eomplete)

. PAIN DRUL TREATMENT GIVEN

SINCE THE PREVIOUS REEORT
(give genaTic name,
route [OR, IV, IM, R],
doze and schadule
Noon=narcotics

Wesk marcotics

strong narcotica
Anticonvulzancs
Psychatropics
Antihistamines
Antidepressants
Steroids

Othexs

PAIN DRUGC MODIFICATION

1f pain drug iR being
wodified, check reason(s):
Mo snalgesia . . . o+ 4 . .
Sade wffects . . . 4 . . .
pther (apecify) . . . . .

FALIN DRUG RELATED SIDE
EFFRLIG. GLVE LALeasify

0 « pone; 1 = slighty

2 = moderater 3 = severc)
Hausea « o 0 s s 2 = n

Vomiting . . « = = = = « =

DIOWSLDESES o 4 + = 2 = = =
Blesding . « . = = = « = =
Gastralgia . « . « = « -
Restlessneas . - + 2 = « -
EWEAbIing . 4 4 ¢ . o4 o4 s o=
Drymouth . . . o 0 4 0 . s
Tremor . 4 = a2 o= o oa

Vertigo . « «
Others (epecify) . . .

. k4 m oa 0w

. OTHER PAIN HELIEVING

MOUALLTIES (Lf ye6,
Speciry date and type)
Radialion . . . . 4 « s+ =
thewotnerapy . . . -
SUFKETY - 4 4 2 & & x =
Traditional methods . . .
others (specifyl o o « o

« PATTRENT STATOH

COMMENTS

chieck one

check one

chegk ane

check o

— nane | none - none 3 none
- slight — slight - slight 3 alight
—/ moderate — moderate - moderate 1 modeorate
- seEvere — gevere E:] Severe 3 Bevers
|| hours |- hours | hours | | hours
i_ | hours | 1. {hours Lt hours L4 jhvurﬁ
| t_ pillimetres || | hillimetras || _ |__frillimecres . pillimetre
yos name/route/dose | yea name/route/dose | yes name/route/dose | yes name/route/dess
[ — — -
— | £ i
- — — 1
) |- — —
™ = — -
= = = =
2 .
- - /M —
— | — —_
- - — -
- ) s [
= 1 — —
intensity intensity intenaity intensity
Ll L ! - L
L ¢ L L1 L
L1 t | }__J i::j
L L !
L1 L.t (I L
L L g (I L i
J L1 L L
L | Lt L -
L1 L. L -
L g L1 Lt L
L L L LI
Ll L —J Ll
yes date Lyp# yea date type yes date rype yes dace Lyp
L2 ] 7 [
L [ —] —
O - - -
] E (. —
Alive Yes [ Date lagt seen D NN S S B
pead Yes bate of death 1 VoLt [ W
Lost to follawsup Yes [ Date lost to fellow—up | | S S
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5TUDY I OF TUHE PROGRAMME TO FIELD TEST THE WHO DRAFT
LNTERIM CUIDELINES HANDROOQK ON RELIEF OF CANCER PAIN

Piper prepared by Dr Richard Gelber, Worid Health Organization Collaborating Centre
tor Cancer Wiostatistics tvaluation, Harvard University sSchool of Public Heaith
Eoston, United States of America
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1. INTRODUCTION

It is estimated that over half of all cancer patients suffer nesdlessly frem pain.
Srudies conductad im cthe Unired Kingdom and United States, where high levels of expertise are
available, ingicate that fully 25% of patients die with pain, The problem of inadequate
control of cancer pain 1% even greater in the developing countties, where hasic analgesic
druys are not available to B0-80% of the population.

Even whaen the means to contrel cancer pain are available, they are often not effectively
urilized. Administration at adequate doses is avoided even in suffering patients for fear of
drug addiction and toxicity. A& lack of understanding of the basic¢ principles and methods
already available to relieve paim contributes ta the problem.

The World Health Organization (WHO) Cancer Control Programme has identrified three major
targets: to prevent cancer; to cure patients detected early; and to promote a good quality
of life ang death with dignity for the 65% of patients who cannot be cured.

In 1982 the WHO Executive Beard, Advisory Committee on Medical Research and Werld Health
Assembly endorsed the WHO Cancer Pain Relief Programme, whoze objective is to offer pain
relief to cancer patients through the existing health care system. In October 1982, a WHO
consultaticn was held in Milan with a core advisory committee of experts in pain treatment.

A document entitled "WHO Draft Interim Guidelimes Handbook On Relief of Cancer Pain' was
prepared. The principle objective of the present study is to field test these guidelines.
Feasibility, compliance and effectiveness are the main endpoints for the evaluation.

Tn 1984, the WHO Coliaborating Centre for Cancer Pain Relief was identified in the
Division of Pain Therapy at the National Camcer Institute of Milan. This centre, in
conjunction with the WHO Collaborating {entre for Cancer Biostatistics Evaluation at Harvard
University in Bosten, will coordinate the conduct of this study 2s the cantral operations
office for the Field Testing.

2. SUMMARY OF THE GUIDELINES

Tne guidelines being tested are those deseribed in the document dated 7 December 1983
and entitled "WHO Draft Interim Cuideiines Handbook on Relief of Cancer Pain". These
guidelines propose a thetapeutic strategy for the effective use of drugs to treat cancer
pain. After the assessment of the exact nature of the patient's pain, when specific pain
relieving procadures {(surgical or chemo-radio-hormone therapies) are not indicted or not
available, treatment should be started at omce with the pain relief druz or drugs carefully
selected. Drugs have to be administered at adequate doses at fixed times, by oral route
whenever pessible, The drugs used for relieving cancer pain ecan be classified inte four
groups as shown in Table 1. Tne specific indicarions for use, recoumended doees, and
potential side effects are given in detail in the guidelines documant.

The sequence of administration of these drugs will fellow the course and increase in
severity of pain with time, starting from nonnareotic drugs, which represent the first step,
When the recommended analgesic dosage and frequency fail te relieve pain, the medication
should be strengthened by a drug of the weak narcotic group, If the weak narcotic and the
nonparcotic proves ineffective, a streng narcotic should be used. Especially in patients
with bone pain, requiring additieonal analgesia, aspirin or other antirheumatics may be added
to the narcotics, Adjuvant drugs should be used together with narcotic and nennarcotic drugs
in case of specific indications. The analgesic ladder, which illustrates the basic principle
of treatment as defined by the guidelines, is shown in Figure 1.

THE COMPLETE CUINELINES DOCUMENT MUST BE CONSULTED PRIOR TQ INITIATION OF PAIN TREATMENT

T OBTALN DETAILS OF THE APPROPRIATE RECLYENG TO FOLLOW.
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The tollowing seven points are indicated in the Summary of the Guidelines {page £>):

i. Cancer pailn cazn and must he treared.

7. First, take a full history and examination and exclude acute conditions that Taquire
urgent treatment.

3., Prugs will usually provide good relief provided you use the right drugls}, the Tight
dose(s}, and the right frequency of dosage. The drugs must be given zegularly by
the clock and net on demand (Mp.r.n.").

4. Statt the patient on a nonnartcotie drug and adjust the dose to oprimum level (s2e
Cuidelines Table IIT). If necessary, use an adjuvant drug in addition (Guidelinas
p. 20).

5. 1If or when this treatment no longer velieves the pain, adoninister a weak nareotic
drug (Guidelines p. 10) in addition to the nonnarcotic and togerher with an adjuvant
i1f necessary.

6. Whan this no longer relieves the pain, starr the patient on stzeng narcotic therapy
together, if necessary, with adjuvant drugs and other analgesics (Guidelines p. 20}.

7. The patient must be supervised as often as possible ro ensure that treatment
continues to mateh the pain and to exclude side effects and toxic effects.

Table 1
A BASIC DRUG LIST

Category Parent drug Alternatives

Nonnareotic aspirin and other paracetamol {acetominephen)

antirheumatics.

Weak nareotic codeine dextropropoxyphene

Strong narcatic morphine wmethadone

pethidine {(meperidine)
buprengrphine
standardized opium
hydromerphone
levorphanol

Ad juvant

A, Anticonvulsancs carbamazeploe phenytoin

Psychotroples

chlorpromazine

haloperidol

diazepam
Antiblstamines hydroxyzine
Antidepressants amitrypkiline

Steroids

predinisolone

prochlorperazine

dexamethadone
medroXyprogesterong
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4. STPLY DESICN
The Cuidelines Field Tasting Protocol Study 2 will consist of three phases.

Phase I involves identifying the participating centres and study coordinators who wil]
be responsible for local testiog of the guidelines, These centre coordinators will complete
the questionnaire described in Phase 11, and submit it to the Collabeorating Centre in Milan.
The ecentre coordinator will alseo instruct logcal staff in the use of the guidelines document
and will be responsible for monitoring patients and completing data forms for Phase III of
the field testiong trial,

In Phase TI, a Participating Centre Questionnaire will be completed by the study
coordinator for each participating gentre, This questionnaire will request informatien about
the availability of drugs for painm relief, the use of non-pharmacological methods far pain
treatment, and the personnel resources, facilities, and continuing care networks which are
available, Informatien about spec¢ific drugs to be used at each of the three steps of the

ladder will also be obtained. This informarion is required to determipe current feasibiliry

for using the WHD Guidelines worldwide,

The avaluation of endpoints in Phase JI will provide a description of the clinical ‘
gettings which make up the sample of centres participating in the Guidelines Testing. 1t is
required te obtain data oe the feasibility for each clinie to apply the full guidelines
procedures.

Net all elimies participaring in the guidelines testing must have access to all of the
drugs tequired for each level of the analgesie ladder., In some clinics where access te
narcotic agents is limited, the ladder may only be feasible Lo apply up to step two. By
evaluating results of Phase I1I acecording to the ability of the individual clinics to
completely apply the guidelines weé will obtain information about the possible role played by
guidelines feasibility. :

In Phase [T, the guidelines will be applied for the treatment of pain in approximarely
60 patients per participating centre, [nitial baseline data on the status of the diseasze and
the severity of the pain will be eolleeted for each patient, The guidelines will be appliea
with monitoring of pain drug treatment and compliance with the analgesic ladder approach.
Pain intensity, pain frequency, treafments, side effects, and use of other modalities will be
recorded on follow—up forms, A LASA (linear analogue self-assessment) will also be used to
obtain the patient's evaluation of the extent of relief achieved. The objectives for Phase
LII] are to determine the level of compliance in delivery of guideline treatment and to
determine the effectiveness for reducing pain intensity znd frequency without side effects.

5. STUDY SCHEMA

Phase I - Identify participating centres and study coordinators.
Phase IT - Centre guestionpalyes submitted by pavticipating centres.

Phase IT1 - Treat 60 patients on the guidelines approach to determine a) compliance,
and b) effectiveness for reducing pain iatensity without side effects.
e first 10 patients from each centre will be considered pilot patients
for the analysis.

Follow-up to Neath

Initial Pain Intensity
Patient Data Guidelines Pain Frequency
With —— <% Collection [ -3 Used -=-3}Pain Drug Treatments
pain Items Side Rffects

Othar Modalities
LASA Score
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Follow-up Report Schedule: Weekly for the first two weeks uncil stabllizarion of
tbe drugz regimen, thersafter, at each change 1n the pain drug treatment, weskly for tun
werke after the change, and once every four weaks if srable.

6. 5TUDY OUBJECTIVES

6.1 To detesrmine the feasibility of using the WHO Guidelines in selected participating
clinics.

6.7 To test the compliance with the WHO Guidelines approach in selected clinics.

6.3 To test the effectiveness of the WHO Guidelines inm individual patients based on
measurement of pain reduction with minimal side effeccs.

7. METHODS OF APPROACH (PHASE II1)

Patients with cancer pain are to be identified #md am initial interview form is to be
completed. Following a complete history and physical to sssess the causes of the pain,
tTeatment for the paip is started according to the analgesic ladder, Follow-up forms are
submitted to repert on the level of pain and treatment modifications over time. Specifie
criteria for patient populatiom, starting the ladder, forms submission and follow-up
schedule, evaluation, and statistical considerations are presented below.

7.1 Patient Populatiom - Patients with cavcer pain are eligible for the study., Patients
who rTeceived prior drug treatment for pain are eligible for the study and will begin
the analgesic ladder at a step which depends on the prior treatment received,

7.2 Treatment Programme — When appropriate, the initial study treatment should be at
Step 1 for at least three days regardless of the initial severity of the pain. Szep
1 when delivered according to the guidelines, may be effective even for severe
pain, The initial entry step is described in the following table:

TABLE FOR DETERMINING INTTIAL LADDER TREATMENT

Prior Drug Treatment Status initial lLadder Treatment

No prior drug treatment for pain —_— Start on Guidelines Step 1 for at
least three days

Received prior drug treatment ‘

for pain bucr this prier treatment ——— Start on Guidelines Step 1 for at
was not given accoerding to the i least three days

puidelines {e.g. only octcasionally,

not by the cleek, at inadequate

doses)

Rrcetved pricr drup treatment

for pain which satisfies the —_— Start on Guidelipes Step 2 for at
requirements for Guidelines leazt three days
Step 1

Received prior drug treatment

for pain which satisfies cthe —— Start on Guidelines Step 2 or 3
requirements far Guidelines as appropriate

Step 2 or 3 (i.e. regular

admivnistration of waak or strong

aarcotics)
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As described in the guidelines do¢ument, if pain persists or recurs, modification of the
treatment, ineluding scepping up the ladder, is to be made.

7.3 Forms Submission and Follow—up Schedule

A) The imitial interview form is to be completed at tha time of the firtst patient
interview prior to beginning guidelines treatment. The purpose is to establish
baseline data on the patient and bis/her pain status at the time of starting the
guidelines, A copy of this form is to be sent to the WHO Collaborating Centre in
Milan as soon as it is completed to officially tegister the patieut in the study.
B} Follow-up data are recorded on falléw"up forms according to the schedule:
- Weekly assessaménts far the Eirst‘two_weeks‘to.monitqf stabilization of the

initial ladder regimen, . .
- Every four weeks thereafter as a mivnimum contact 1f stable.
- At the time of change in kthe paln drug tveatment.
- Weekly for two weeks after each change to monitor effect, and
- . Every four weels thereafter,

The diagram below illustrates the typieal foliéﬁ-up schedule:

STEP 3
STEP 2
STER 1
rr 1 r 1 T1 17
Weekly Every Weekly - - Every Weekly Every
for four for - four . for four
Lwo -weeks . Ewo weeks : . two wesks
waeks woeeks weeks
Initial At At
Form ‘ Change Change
Up to four follow-up reports can be made on each follow-up form. When each form is
completed, a copy is to be sent to the WHO Collaborating Centre in Milan,

The critical evaluation of the effectiveness of the guidelines will be based
upen the patiest's seli-assessment of pain and the degree of pain telief provided by
the given treatment. A Patient's Current Self-Assegsment of Pain Form is completed
by the patient at each follow-up report. The results from this self-assessment are
then recorded on the follow—up form.

Application of the guidelines and follow-up of the patients continues until
deathr (or until the time of the final anzlysis of rhe gesults).

7.4 Qther Pain Reliel Modalities - The use of nenm-phammacologic pain relief modalities

is discouraged during the peried of testing of the guidelines. If, however,
of other nodalities is felr to be in the best interest of the patient (i.e.
radiatien for bone pain) then these non—pharmacological treatments must be recorded
on the Fallow-up form. If traditional remedies (herbs, speils, etc.) are also being
used, these should be noted but will not be grounds for disqualifying a patient.

All patients are to be followed until death; those who receive non-guidelines pain
treatment will bave rhe influence of rhese interventions accounted for in the
analysis, but are to continue to have guidelines treatment applied as appropriate.

the use
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7.5

7.6

Evaluation — The evaluation of analgesiec effectiveness will be based om the
patient's self report of pmin intensity accordiung te the four—point seale of none,
slight, moderate, severe. The patient will be asked ro specify the number of hours
of pain, and the number of hours of sleep euperienced {(per 24 hours average). These
simplified measures were adopted so thatf the field testing could be accomplished in
a wide diversity of elinical settings, Reduction in the pain intensity reporc
without intolerable side effects is the objective of the progrsmme.

The experience of pain is subjective, and attempts to objectively quantify pain
intensity may not adequately refleet the patient's overall impression about the
effectivenass of the treatment. How the patient feals about the experience may he
the most appropriate way to evaluate the programme. A linear analegue
self-assessment (LASA) will be given to the patisnt te record how he/she avaluates
thae relief of paio provided by the given treatment [from "of no value' to "complets
relief" on a 100 millimetre scala], Each ladder step will be evaluated by LASA
reports, and correlstions batwasn the LASA score and "objective" reports of pain
intensity and hours will be obtained. ‘

The duration of effeet at each step of the ladder will be evaluated.
Furthermore, the compliance with respect te providing stronger relief in response Lo
loss of analgesic effect at the previous level will be ascertsined. Thus, it is .r"
critical rhat all modifications of pain treatment and rhe reasons for these
modifications be recorded on the follow=-up form.

Statistical Considerations - The objectivas of the present study are limited to
those described earlier: feasibility, compliance, and effectivensss within
individual patients. No attempt is being made in this protocol to compare the
zuidelines with current practiece, or to determine if introducing the guidelines hag
an impact on the general quality of life for cancer patients with pain., The latter
questions will be addressed by other protocols which are being planned.

Because the guestions of interest in this protocol are not comparative in
nature, we will use the concept of acceptable stdndard error estimates for
avaluating extent of compliance to guidelines as a percent of the total cases
entered. We would like to evaluate o patients per centre so that the standard erroT
of the compliance estimate iz mo more than ,06, If compliance is arcund BO%, then
n=50 patients will satisfy this objective.

In terms of pain relief, 530 evaluable patients per centre will be sufficient to
determine if patients on the guidelines experience a noticeable decrease in pain of
one score or mare., Indeed, a shift of one score or more can be detected with 957%
probability using a two-sided alpha =.05 Wilcoxen Rank Sum Test based on 30 pacients .ﬂ

A pilot study of 10 patients will be carried out in each centre, The
Collaborating Centre will comtact each participant after this pilet phase to elarify
guidelines compliance and data colleetion issues which arise. Thus, a total af 60
patients sutered per centre are recommended for study.
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IMSTRUCTIONS FOR COMPLETING THE WHO CANCER PAIN RELIEF GUIDELIWNEE FIELD TESTING 5TUDY FORMS

The lorms packet contalns an Tnitial Interview Form, and three pagzes to record up to 12
follow—up reports. Patient's Current Self-Assessment of Pain Forms and additional follow-up
forms are also provided.

Complete the first page of the imifial interview when a patient with cancer pain is
itdentified for the protocol. Submit a copy of the I[nitial Interview Form to the
Collaborating Centre in Milan immediately to register the patient. (ases should be assigned
numbers sequentirlly at each hospital. The hosapital code and case number will serve to
identify the patient on future forms.

- The foerm should be completed by an adequately instructed nurse.

- The patient's self-assessment of the level of pain and the degree of relief will be the
principal items for evaluation.

- The items which should be completed at first visit arte on the front page. In the orher
three pages up to 12 follow—ups ¢an be registerad.

- All aates are in day/mooth/year format.
FIRST VISIT
Report the following items:

Date of first visit {day, month, year), hospital pame (with code number), patient's nams
and surname, sequentially determined case number for the patient, age, sex, height, weight,
type nf cancer classified according to organ pathology (i.e. breast, lung, colon-rectum
etc.), and how many months since cancer was first diagnosed.

L PATIENT'S (CENERAL CONDITION: 1indicate with a check (¢6 i1f cancer is primary,
disseminated or if state is oow koown. Indicate alse if the patient is in terwminal phase
(i.e. prognosis of less than three months survival), Give the ECOG Performance Status Score
according to the scale given on the pages of codes, $State whether the patient is being
treated as an inpatient or outpatient.

I1  DESCRIPTION OF PAIN: determine how long the patient has had cancer pain, in which part
of the bouy the pain is logalized, and what the present pain relates to. Using the Patient's
{urrant Self-Assessmant of Pain ask the patient to specify the mean inteusity of pain felt in
the past 48 hours (as a time-frame). Pain intensity is registered making use of three
adjectives: slight, moderate and severe, ‘he patient should then be asked rhe number of
hours with pain per 24 hours {(average), and the number of hours of sleep per 24 hours
(averape),

ITI  PRESENT DRUG THEATMENT FOR FAIN: report the drug tresztment for cancer pailn relief which
Lthe patient 15 already undergoing. If ne treatment is being given, check the box labelled
"mo drug treatment'. If the patient is being treated pharmacologically, give the name of the
drugs, the raute (OR = aral route, IV = intravenous, IM = intramuscular, R = reectal), dose
(mg), schedule and date started.

v PATN DRUG RELATED SIDE EFFECTS: 1in case the patient has already started pharwacological
treatments for pain relief, report side effects, if any. If side effects occur, indicate 1

1f Llntensity 18 siight; 2 if moderate; or 3 if severe, according to patient's judgement.
v OTHER PAIN RELIEVING MODALITIES: 1indicate the types of other treastments for pain relief

undergone recently (within the past feur weaeks) by the parvient, topethey with the date when
treatment was started.
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VI INITIAL GUIDELINES TREATMENT: 1indicate by a check (V‘ whicih of the four categories to
define the initial treatment step apply for this patieat, (Note that patients receiving
regular administration of weak or strong narcotics are not eligible for this field testing
study, and that other patients should start treatment on Step 1 or Step 2 regardless of
reported pain inteasity.)

FOLLOW UP REPORTING

A follow-up report is to be made:
- Weekly for the first two weeks to monitor stabilization of paln status.
- AL any time the paln drug treatment is modified.

- Weakly for two weeks after any pain drug treatment modification to wonitor the
impact of the modification.

- And at a miﬂimum‘of avery Four weeks thereafter,fnr stable patients,

Each follow-up report refers to the period between the previaué report and the current
follow=up visit.

FATIENT'S CURRENT SELF-ASSESSMENT OF PATN FORM:

At each follow—up assessment, the patient 1s to cnﬁplete this form to provide an
evaluation of pain intemsity, hours of pain, hours of sleep, and evaluation of pain relief
provided by the given treatment, This form may be used at a clinic visit or may be submitted
{or mailed) later to the clivic coordinator (registrar). Patients way provide
self-assessments without being required to return to the clinie.

'

FOLLOW~UF FORM

1. BATE OF FOLLOW=UP REPORT: carefully and accurately enter the date of the evaluation as
day /month/year.

2.  ASK,THE PATIENT(using the Self-Assessment Form): how bad is the pain? Mark with a
check (V) the adjective which the patient uses to best explain the pain intensity felt, Give
the number of hours per 24 hours (average) the patient had pain, and how many hours the
patient slept per 24 hours (average). lsing a measuring ruler (in millimetres), determine
the LASA PAILN RELIEF SCORE (3 pumber from 0 to 100 millimetres messuring from the left to the
right) indicated by the piacement of the mark (x) by the patient on the LASA scale.

3. PAIN DRUG TREATMENT GIVEN SINCE THE PREVIQUS REPORT: indicate the drugs given, the
route of administration (OR = owal route, IV = intravenous, IM = intramuscular, R = rectal)},
the dose and schedule.

& PAIN DRUG MODIFICATICON: indicate the reason for any change in pharmacolzical treatwment
as due £o insufflcient analgesic effect, excessive side effects, or other reasons (e.g.
patient's lack of confidence in the drug, too expensive, erc).

%, PAIN DRUG RELATED SIDE EFFECTS: report side effects { 1 = slight, 2 = moderate, 3 =
severe} due to pharmacclogical treatment for pain relief,

6.  OTHER PAIN RELIEVING MODALITIES: indicate any other treatment for pain relief whigh the
patient underwent since the previous follow—up report.

7. PATIENT $TATUS: indicate if the patient is alive, dead, or lost to follow-up and give
the date. This question needs to be completed only once on sach follow-up form. An
ingication that the patient has died signals the ¢conclusion of follow-up, so that no more
data will be requested.
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B, COMMENTS:  enter any comments about the patient’'s pain and pain Ereatment ¢ourse whieh

might be helpful for evaluating the compliance and effectivenass of the guldelines for this
patiant,

DATA SUBMISSION

Patients are to be followed until death {or until the cime when final data avalysis for
the study will begin). The initial interview data form and the follow-up forms containing
data for 12 follow—up assessments should bea submitted to the Collaborating Centre in Milan as
soon as they are completed., Patient's Current Self-Assessment of Pain Forms need not be
submitted, as the darta from these forms will be transcribed onte the follow-up forms,
Additional follow-up forwms, esach eontaining four possible follow-up visit reports, should he
submitted to Milan when completed,

PILOT STUDY

The first 10 patients entered from each participating centre will be reviewed as a pilot
study. Patient Self-Assessment Forms should he submitted to Milan for these pdatients to
ensure the effectiveness of the methadology. Data for these patients should be submitted
more frequeotly to faciliate rapid review and feedback from the Collaborating Certre in Milan. Q“

EASTERN COOPERATIVE ONCOLOCY GROUP (ECOG) PERFORMANCE STATUS SCORE

Seore value that the patient ig "capable" of performing

0 Normal Activity.

1 Symptoms but nearly fully ambulatory.

2 Some bed time, but needs to be in hed less thap 50 per cent of the pormal daytime,
3. Needs to be in bed greater than 50 per cent of normal daytime,

4. Unable to get out of bed.
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DATE | | Pt
d 4 m m ¥y oy

PATIENT NAME

CASE NIFMRER | ! )

AGE {Years) | | | SEX 4 HEIGHT (¢ms) ¢ | , WELICHY (kg) |} | ]
TYPE OF CANCER Lot HOW MANY MONTHS FINCE CANCER WAS DIAGNOSEDR? P monthsa
PATIENT'S CENERAL CONDITION s

STATE OF CANCER Chrck ECOL PERFORMANCE STATUS - HOSPITALIZATION STATUS Chegck

1. Frimary only - ' o 1. Im=patiént 1

2. Dlzzeminated (- Terminal patient [ ' 2. Oui-patisng A

3. Mot known / {eheck if yes) * 3. Howe cate only —

DESCRIPTION OF PAIN

How long has the pacient had the pain? | | !months
Wherte 15 the pain?

Pain relates to (check each that applies):
1 bone [T} merve compression
| visceral

ASK THE PATIENT (PATIENT'S CURRENT SELF ASSESSMENY FORM):

involvement [] raised intracranial pressuve -

I goft=tissuwe extension

T "} muscle spasm

[ 1 other: speeif

a. How bad is the pain? (past 48 hoyrs) ] nene
1 slight check
i moderate one
D CEeveTE
b How many hours of pain per 24 heurs (average)? houra
c. How many hours of sleep per 24 hours {average)? | | heurs
PRESENT DRUG TREATMENT FOR PAIN — What drug is the pnnenn taking for pain? .
Chock Catepory Generie name Toute doge Wachcdule date started
{3 No drug treatmeac
[ Non-nareotica
] Weak narcotics
(] Strong narcerics
[ Anciconvulsanes
[T 1 Peychatrapics
[ Antihistamines
[\ Antidepressanca
[} Steroids
[ Gther

#  Sehedule:

agz needed, or regularly by the clock,

PAIN DRUG RELATED SIDE EFFECTS (If present, give intensityt

] Nauzea [1 Bleeding 1 Sueating
(- Vomiting {1 ' Gastralgia T Drymouth
- Drowaineszs [} : Bestlessness 1 Tremer
OTHER PAIN RELIEVINC MODALITIES (If yes, specify date and typc)

Chrck date (dd/mm/yy) type

] Radiation

| Surpary

™ Chemotherapy

[ Traditional Mechads —
[} Others (specify)

—_———

0 » mone; 1 = zlighe;

SPEleY whether anly occassionally (3 or less cimes per waek), or frequentcly;

i @ moderate; 3 = severn)

1
-

Vertiya
‘Others (specify)

INITTAL GUINELINES TESTING = Indicate the initial guidelines step for this patient (check one which applirs}

I No prior druy Creatment for pain

SN
Regriving prier drug treatment for pain, byt thig
pricr Ereatment wad not given accarding to Cuidelines ?
(e.x. only occasionally (3 ar less Limes per weelk)

(1

Received prior drug treatment for pain which
satisfied Che requirements for Cuidelines Stap 1

Reeeived prior drug treatment for pain whigh
satisfied the requirements for Quidelines Step 2 or %
(i.e. regular administrafion of veak or sfrong nargotics)

i

_ 3farr on Guidelines

S5tart on- Guidelines Step 1
for at lease 3 days

Seep 1

for at lease 3 days

Start on Guigclines
for at least 3 days

Step 2

Start of Cuidelines
a3 indicarted

Step 2 or 3
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WHU VAN RELLEF GUIDELINES FIELD TRETING STUDY 2

. ASK THE PATIENT:

FOLLOW-UP EVALUATION DATA

- DATE OF FOLLOW=UP REPORT

{Use

self-asscasment form)

a. How Wbad ix the pain
{past 48 hours)?

b. How
peT

many hours of pain
24 hours (average)?

€. How
per

many hours of sleep
24 hours {average)?

d. LASA Pain Relief Score
{Drncne; 100wcomplete)

PAIH DRUG TREATHMENT GIVEE
SINCE THE PREVIOUS REPCRT
(give peneric name,

route [OR, IV, IM, R],
dose and schedule

Step l: Non-narcotics
Step 2% Weak napcoties
Step 3. Stromg narcetics
Anticonvulsants
Peychotroplies
Ancihistamines
Antidepressanta
Steroids

Others

ADS

PAIN DRUG MODIFICATION

1f pain drug is belng
wodified, check reason(s}:
No ApAalEesia « « « « + « =
Side effacts . . . . . . .
Dther {specify) . . . . .

FAIN DRUG RELATED SIDE
EFFECTS. Giwe LOLeénsity
{0 = none; 1 = slight;

2 = mpderate; 3 = sevare)
NAUSER 4 4 4 v & 4 2 2 a
VomLEing .+ & 4+ + o & & 2
Drowsiness .
Blecdiog + + & & & = 4 &
Gasrralgia o , - . .
Baezrlessnesas o -« . . . .
Sweating . « & ¢ . .
Drymouth . . . . . .
TEEMOY & & & v 0 ¢ ow w4
VETELED 2 2 = = o«
Others (spaeify) . . .

4 4+ & & a9 =

s 2 a4 a a

. OTHER PAIN RELIEVING

HODALITIES (1 yes,
spocity date and type}
KAdiabaon 4 4 . 4 s s s s
ChemoLherapy « & ¢ 2 = 2
SUTEETY « = ¢ + &+ = a =
Traditional metheds . . .
Uthers {(specifyl) . . . .

PATIENT STATUS

. COMMENTS

PATLENT NAME

STUDY 7

HOSPITAL 1 ' CASE NUMBER i
L )b b g g bbbty b b bt e el
d m ¥ d m y d m ¥ m y
check one chuek one check one chegk one
] nane 1 nane (-] nene — pone
- alight i slight [ slight - giight
| mpderate ] moderate . modérate [ — moderate
3 sEvers — severe 1 Séviere | geve e
| hours 1| hours hours [__f hourz
{ | hours L1} hours ] Prowyrs L hours
| millimeeres |1 millimerres ] | jrillimetres || ] pillimatre
yes name/route/dose | yes name/route/dose | ves name/route/dose | yes name/route/dese
3| o — -
/ — £33 o
r— = - —
— =3 — =
= - 3 =
= = - —
=3 =l 3 =
=/ — | | [
| — / 1
] e o .
—l [ T =
=3 - s} =
intensity intensity intensity intensity
b LI - -
[T Lt L1 -
Ld L ! L1 L
L (- L L
L Lo L L
L1 L L Ll
L L) L L
L) Lt L L
L L Ly L1
[ L Ll Lt
- —! L4 b
yes date Cype yes date Lype yes date type yor  date Eypi
2 |- [ ./
— i C: L
- = i —
£ c— — —
£ ™ | -
Alive Yes [ ] Date last seen oy ] i 1o
Dead Yes [ bDate of deatn T
Lost to follow-up Yes [} pate lost to follew=up | | | |3 | L.t
: 4 4 m o® y ¥




