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WHO study on Methamphetamine induced Psychotic Disorders - Study Protocol

Introduction

This protocol describes the background, rationale, research design and
operational procedures of the WHO project on methamphetamine induced
psychotic disorders in Australia, Japan, Philippines and Thailand. The study
focuses exclusively on methamphetamine only from the range of amphetamine-
type stimulants (ATS) reflecting the marked prevalence of this ATS in Australia,
Japan, Philippines and Thailand.

The protocol has been developed by:

Dr. Robert Ali, Drug and Alcohol Services Council, Adelaide, South Australia
(Tel. +61-8-82743349), e-mail: rali@medicine.adelaide.cdu.au

Dr. John Marsden, National Addiction Centre, Institute of Psychiatry, London
(Tel. +44 207 848 0830); e-mail: J.Marsden@iop.kcl.ac.uk

The project is a 15 month study to assess the nature and clinical management of
psychotic disorders induced by methamphetamine use among patients who are
referred to specialist inpatients clinical settings (psychiatric hospital facilities).

The project will be conducted at four collaborating centres, referred to as
participating centres (PCs), under joint coordination by Drs. Ali and Marsden
Adelaide and London, respectively.

PCs

1. Australia
2. Japan

3. Thailand
4. Philippines

The reasons for selecting these four PC's reflect the high prevalence rates of
psychotic symptoms induced by methamphetamine use in patients who come
into health services. A balance between developing and developed countries
will be sought and each site must have easy access to clinical services attending
these patients.

Study aims
The aim of the project is to address several broad questions concerning the

nature of adverse health, psychotic and other psychiatric symptoms and their
management amongst methamphetamine users. These are to identify the:
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- extent and nature of physical and psychiatric symptoms and disorders and
their social consequences among admissions to clinical services of
amphetamine users with a psychotic episode;

- extent and pattern of methamphetamine use, route of administration,
other substance use, in those patients;

- . source of referral, treatment and care provided to those patients, length of
stay, discharge, follow up, mental health status at discharge, past
admissions;

- relationship between psychotic symptoms and methamphetamine use

The project will identify potential opportunities for culturally appropriate
intervention(s) for patients who experience methamphetamine induced
psychotic disorders. It is envisaged that a future stage of this project will be the
development and trialing of intervention(s) that prevent relapse into
methamphetamine use.

While not a feature of the current study, if funding becomes available, there
may be an opportunity to follow participants up at a future stage. The protocol
makes provision for this subsequent contact. However agreement for
subsequent follow up is not conditional for participation in the initial study. A
second consent form is required to provide details for future contact.

Introduction

Psychosis has been recognised as a complication of chronic amphetamine use
since the 1930s (Davis and Schlemmer 1980). Amphetamine induced psychosis
is a paranoid psychosis characterised by ideas of reference, delusions of
persecution and auditory or visual hallucinations in a setting of clear
consciousness (Wada & Fukui, 1990, 1991). Thought disorder and
disorientation are unusual while stereotyped behaviour and social withdrawal
are commonly noted. (US Department of Human Services 1997, Davis and
Schlemmer 1980, King and Ellinwood 1997). Amphetamine psychosis usually
abates within a week but persistent psychosis may be a complication in some
individuals (US Department of Human Services 1997; Suwaki, Fukui &
Konuma 1997).

Amphetamine psychosis occurs in chronic users after periods of high frequency
use of high doses and both incidence and severity are related to dose and route
of administration. Psychosis is particularly associated with rapid routes of
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administration such as injecting and smoking (US Department of Human
Services 1997, Davis and Schlemmer 1980, King and Ellinwood 1997).

The occurrence of psychosis is a direct effect of the drug and is related to
changes in the dopamine system in the brain. There is wide individual variation
in response to administration of amphetamines and psychosis has been reported
after doses ranging from 55mg to greater than 1000mg. There is considerable
evidence that sensitisation occurs and that once an individual has experienced a
psychosis a relapse may be precipitated by a single large dose (Davis and
Schlemmer 1980, Sato 1992). Evidence from Japan suggests that relapse can
also occur as a result of insomnia, stress or alcohol consumption (Suwaki, Fukui
& Konuma 1997).

The incidence of psychosis is higher among psychostimulant users than among
the general population (US Department of Human Services 1997) and is higher
after amphetamine use than cocaine use (King and Ellinwood 1997). Studies
carried out in the 1970’s indicated that after exposure to amphetamines 80% of
subjects without pre-existing psychosis developed psychosis (US Department of
Human Services 1997). A study of regular drug injectors in Sweden found that
80% of those who had used amphetamines had experienced at least one
psychotic episode (Kall 1997).

Patients presenting to emergency departments and psychiatric hospitals with
amphetamine psychosis need appropriate treatment of their psychiatric problem
and ongoing management of their drug problem. Generally mental health
services do not have the resources or clinical experience to identify and respond
to amphetamine induced psychosis. This represents a major problem for
management of these people. Referral to appropriate treatment interventions can
also be problematic as Alcohol and other Drug services don’t have expertise in
their care.

Background

The project was initially discussed during a meeting of WHO international
experts held in Bangkok 22-26 November 1999. The participants considered
the framework of the Rapid Assessment and Response technology developed by
the WHO and explored other epidemiological and quantitative methods. At the
meeting, a consensus was reached that a priority area for study should be the
nature and clinical management of psychotic disorders induced by
methamphetamine use in high prevalence countries among patients who present
to acute psychiatric in-patient treatment services.
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Rationale for the study

The need for the study arises from several conclusions from the available data
about the risks for psychotic symptoms that result from protracted
methamphetamine use. Route of administration, quantity used, frequency of
administration and the presence of pre-existing psychiatric co-morbidity appear
to be relevant considerations in determining the risk of onset. Some data from
Japan also indicates there may also be a genetic predisposition.

In Australia amphetamines (predominantly in the form of methamphetamine)
are manufactured illegally. ATS are the second most common illicit drug used
after Cannabis. There has been a steady increase in lifetime use of ATS since
1988. Recent use of ATS almost doubled between 1995 and 1998, with 3.6% of
those aged 14 and over reporting use of amphetamines in the 12 months prior to

the survey. In the same period lifetime use of amphetamines increased from
5.8% to 8.7%.

Polydrug use is almost universal among ATS users and there is a very high level
of injecting. The majority of ATS users are male. Use occurs primarily in
social settings and in the company of others. ATS users report significant levels
of physical, psychological and social harms related to ATS use. Co existing
psychiatric disorders are common and are aggravated by ATS use. Higher
levels of harm are associated with severity of dependence and with injecting as
the route of administration. Prevalence of HIV is low among injecting drug
users (less than 3% of needle exchange attenders) but there is a significant pool
of HCV infection (65% of needle exchange attenders). Prevalence of HCV
infection is significantly lower among ATS users than those using heroin.

Although stable or decreasing at certain times since the war, abuse in Japan has
again increased since 1996, resulting in a range of health and social problems.
1997 survey data indicate that lifetime prevalence of any illicit drug abuse was
2.3% of those aged over 15. Methamphetamine abuse was reported by 0.3%,
the third most common drug ever abused after solvents (1.8%) and cannabis
(0.5%). A 1998 survey of high school students found that 0.5% had ever abused
methamphetamine. The majority of drug related mental disorders (including
drug dependence) are attributed to methamphetamine. The main health problem
associated with ATS dependence in Japan is methamphetamine psychosis.

Methamphetamine abuse is estimated to account for 95% of the substantial drug
problem that exists in the Philippines (1.2 million abusers in metropolitan
Manila). Current estimates suggest that the number of abusers is increasing by
10 to 20% annually. The main route of administration is snorting 2nd so the
risk of blood borne diseases is low. ATS are widely available, mainly as a
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result of the flourishing clandestine laboratories in the country. Treatment
centres offering detoxification or rehabilitation exist in a small number of
regions but the location and cost put them out of reach of most drug abusers.

Thailand has experienced considerabie ATS abuse since the 1960s, and has
recognised a major problem during the 1990s, with ATS abuse exceeding heroin
abuse in the Jate 1990s. Methamphetamine and ecstasy are the most prevalent
ATS and while abuse is spread across the country it is most widespread in the
north, Methamphetamine is the most concerning because of the significant
increase in its production, trafficking and abuse over the last decade..

A 1995 survey showed ATS abuse in approximately 6% of a sampled student
population. Over 90% of abusers administer ATS by inhaling the fumes from
heating ATS tablets. Dependent ATS abusers in the treatment population are
younger than heroin abusers in treatment and about half are students. Increasing
numbers of ATS abusers with mental disturbances are appearing in mental
hospitals.

The participating centres and teams

The research teams in each of the four participating centres will be comprised of
substance misuse clinical research professionals with experience in the planning
and implementation of quantitative clinical research methods, particularly with
amphetamine-type stimulants in inpatient settings.

Study design and methods

The study utilises a patient clinical interview design to determine the nature and
of severity methamphetamine induced psychotic disorder and its history. The
study contains the following components:

- each PC to review and summarise existing local data and studies on
methamphetamine use

- each PC to review and summarise the findings from any local studies on
the treatment of methamphetamine dependence and induced psychotic
disorders

- coordinators review and contrast inpatients clinical management
procedures for patients with methamphetamine dependence

- coordinators review an contrast clinical management procedures for
methamphetamine induced psychotic disorder

- clinical interview study with a sample of patients with methamphetamine
induced psychotic disorder (history and current presentation) following
admission
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- utilisation of clinical records to determine:
- results of physical examination
‘results of urinalysis for illicit drug metabolites and other biological
screening procedures (as used in the participating centres)
- analysis of treatments delivered
- duration of stay
- residual symptomatology at completion of index treatment
- follow up plan post discharge

Participants

The target population for the study is male and female methamphetamine users
between 18 and 59 years of age. The inclusion criteria are as follows:

- methamphetamine use occurred (but need not be limited to) within the
week prior to admission to the clinical inpatient facility;

- subjects who have used ATS within the week prior to admission with
psychosis should be interviewed within the 3-7 days of their admission

- evidence of drug induced psychotic disorder;

- Ability to understand the purpose of the study and complete study
interview materials

The exclusion criteria are as follows:

Prior history of non substance induced psychotic disorders
Risk of violence to clinical staff

Severe risk of self-harm

Impaired sensorium

Sample size

A sample of 50 participants in each PC who meet the inclusion criteria will be
recruited to the study. The overall total sample size for the study across the four
PCs will be 200.

Study procedures

The key phases of the study in each participating site are shown below. The
study will proceed across three sequential phases.

Firstly a review of the sfudy protocol by each PC. Necessary amendments will
then be made to the study interview schedule and protocol. With these changes
completed and agreed, site training will be held in each PC. Following site
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training and protocol review piloting of the study interview instrument will take
place with 3 eligible participants.

Following any further necessary amendments the clinical interviews will be
undertaken with patients. PC’s will also record treatment plans and treatment

services for both methamphetamine dependence and psychosis.

Finally data analysis and report preparation will occur.

Phase I: Protocol Review, interview
piloting and Site Training

v

Phase 1I: Clinical interviews and
treatment services monitoring

v

Phase III: Data analysis, report
preparation and discussion

Existing data sources

Participating centres should review all relevant secondary data sources on
methamphetamine and apply to their country context. Data from psychiatric
hospitals should be identified and summarised on treatment utilisation
information for cases of methamphetamine induced psychotic disorder — with
particular emphasis on treatment duration, frequency of repeated admissions,
and any other relevant clinical information. Data sets and service utilisation data
from hospital emergency services for these case should also be summarised.

The following law enforcement data concerning methamphetamine should also
be identified and summarised - number of people convicted of
methamphetamine related offences (possession, supply, manufacture); number
and quantity of police/customs seizures of methamphetamine and associated
precursors). Content analysis of seizures for purity and presence of other
psychoactive substances should occur.

Sampling procedures
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Sampling refers to the method, criteria and procedures used to select
participants from a target population for a study. A population is defined as a
group of people or objects that share common characteristics. In the present
study context, participants will be each consecutive eligible patient during the
recruitment period.

Participants will be interviewed at a suitable point following admission based
on the local clinical management protocol. This should commence as early as
practicable during the admission, preferably between days 3 and7 following
admission. At that time at least the Mini-Plus and Manchester scales should be
administered. The remainder of the interview should be completed no later than
Day 15 or prior to discharge (which ever comes first).

The draft of the study instrument is shown in Appendix 1. The instrument
addresses the following areas:

- Date of admission
- Date of interview
- Identification of patient, sex, age, occupation, education

- Substance use: quantity, frequency, using period, types of drug, route
of administration, context of use, association with other psychoactive
drugs, injecting drug use, time and date of last use

- Legal issues

- HIV risks (HRBS Scale)

- Past psychiatric history (M.I.N.I. Plus) (Clinical assessment)
- Psychiatric symptoms (Manchester scale) (M.I.N.1. Plus)
- ATS Abuse/Dependence Diagnosis

- Past Medical History

- Quality of life assessment (SF-12)

- Current medications

- Previous treatments (psychiatric and drug abuse)

- Diagnosis at discharge *

- Duration of episode of care *

- Date of discharge *

- Discharge medications *

- Residual psychiatric symptoms * ; and
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- Post discharge after care arrangements *.

* NOTE: it is critically important to establish a local mechanism which will
enable the participant number code (see front sheet of instrument) to be linked
to case records so that these data can be extracted and recorded on the
instrument at the time of discharge. The data set for cach patient is NOT
COMPLETED until this information is recorded.

Guidelines for interviewers

Interviews will be professional, trained researchers with clinical interviewing
experience with people with psychoactive substance use disorders. This study
will require clinical psychologists or psychiatrists to interview the patients.

Key points
Key points to adhere to when conducted interviews are as follows:

- As far as possible the interviewer should be satisfied that the
respondent cannot be overheard or distracted during the interview;

- The interviewer should remain neutral throughout the session (neither
agreeing nor disagreeing or show approval etc. as this could bias the
answers giveny,

- The interviewer should read the preambles to the interview and self-
completion session deliberately and confirm that the participant
understands;

- Effort should be made to ensure that the interview keeps flowing so
that the participant is less likely to get distracted or bored;

- If a participant talks about an unrelated matter during an interview, the
interviewer should try to gently steer them back to the questions;

- The interviewer should emphasise in the preamble that it is their
responsibility to make the questions understandable;

- If a question has to be reworded to assist comprehension the
interviewer should ensure that the meaning does not change.

It is crucial that the respondent understands at the start of the interview that
anything that they tell you as an interviewer is confidential and that data storage
and reporting will be anonymous. Before the beginning of the interview, it
should be clearly stressed that:

- that the completed interviews will be stored securely at the
participating centre and that no one else will see them;
- no information they give will be passed on to any third party;
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- information the respondents give will be aggregated with information
from the other respondents and therefore nothing about them as
individuals could be ascertained from research papers or reports.

Probing
Some questions indicate that ‘probes’ may be required.

Interviewers should always probe if there is an ‘other’ category included in a
question or where answers are incomplete. It is important that you probes are
neutral. Examples of neutral probes are:

Could you explain that a little more?
Did you take another drug on that occasion?

Inconsistent answers

In some interviews, a participant may give inconsistent answers. In this
situation, the inconsistency should be pointed out in a tactful way with the goal
of probing establish the correct answer. This might mean having to re-do some
few questions.

Use of filters or “skips™
Some questions will not be relevant to certain participant. At various points
“skips” indicate which questions can be omitted.

Use of prompt cards

Several prompt cards are used in the interview and these are designed to show
the respondent a range of answers and enable them to select one without having
to listen and remember a long list of options. The interview must ensure that
the use of cards is not confusing — do not give the respondent the set of cards
and ensure that clear instructions are given as which card corresponds to the
question asked. If this is possible, it is better to have the file on a table or desk
and to you turn the pages over and point out each prompt card to the client as
the interview progresses.

Manchester Scale
Guidance on the scoring of the Manchester scale appears in Appendix I11.

MINI Plus Scale
Guidance on the scoring of the MINI Plus scale appears in Appendix IV.
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Coping with questions

The participant might ask questions about the interviewer and their personal
opinions. It is important that the interviewer does not offer any information of
this nature to them as it could affect the way that the participant takes part in the
interview.

Data storage and retention

Study data must be recorded in a durable and appropriately referenced form and
should comply with relevant data protection and privacy protocols.

Quality Assurance Protocol

Quality Assurance (QA) is commonly used in research studies as a way of
maintaining and enhancing the reliability and validity of data and data gathering
procedures. It is the responsibility of each Participating Centre to implement
data gathering procedures in accordance with this protocol and to ensure that the
study is undertaken in an appropriate, timely and efficient manner. Deviation
from this protocol can diminish the overall quality and value of the study and
reduce the impact and utility of the research reports produced.

PC’s will establish, enter and maintain the data base in SPSS, or Epi Info format.
At least one in ten interview records will be re-entered to ensure accuracy of
data entry. PC’s will undertake analysis of data and develop reports for their site
while coordinating centres in London and Adelaide will analyse and report on
between site comparisons.

Everyone in the study has a shared responsibility in making the study a success
and in meeting the study objectives. Overall responsibility for quality control in
the study rests with the joint coordinating centres in Adelaide and London and
rests overall with WHO in Geneva.

Informed Consent Procedures and Participant Information

Before participating in the study, all participants will receive an explanation of
the purpose of the study and its procedures. PC’s will establish and maintain a
register of all refusals to enter the study that will include gender, reason for
refusal and approximate age of the individuals.

It is essential that all participants understand the purpose of the study and what
will be required of them in taking part. Questions from potential participants
will be addressed at this stage, particularly issues of anonymity, confidentiality
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and data protection. Participants will be asked to sign a consent form if they
wish to participate, following resolution of any questions.

Confidentiality of gathered information from the participants will be achieved
by a numbered reference system and maintained by each Participating Centre
Coordinator (PCC). Each consent form contained the name of the participant
will be kept separately in a file which will be kept in a locked filing cabinet by
the PCC. A “key” containing reference material will be kept in a separate
locked filing cabinet. It is the responsibility of the PCC to ensure that all data
gathered during the study is kept securely.

An example Informed Consent Form (ICF) is included below as a guide. This
should be adapted as required in order to meet the requirement of research
ethics as dictated by ethical standards and procedures in each PC. The ICF
contains four sections:

Section 1. Describes the rationale, aims and procedures of the study and its
intended benefits.

Section 2. Describes what the participant will be asked to do in taking part in
the study. This section stresses the anonymity and confidentiality issues and
how these will be maintained. All participants are free to withdraw their
participation at any time.

Section 3. The final section requires the consenting participant to sign their
name twice to indicate that they understand the purpose and procedures of the
study and that they agree to take part. The signature of the recruiting researcher
is also required next to participant together with the date of recruitment. The
second part of the form containing the second signature of the participant and
recruiting researcher is then detached and retained by the researcher. The rest
of the ICF is retained by the participant as a record.

Research ethics

This study protocol describes the procedures to be followed with respect to
human subjects and ethical standards. Each PC co-ordinator should adapt the
material in this document and prepare a submission to their appropriate ethical
review committee if required.

Project time table
The study will be implemented across a 15 month period in four interconnected
Phascs:
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