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Summary:
Study title: Australian TOxicology Monitoring (ATOM) Study

Protocol version: 11

Objectives: To study the clinical pharmacology of a number of new drugs, by
modelling their concentrations and clinical effects from data collected from overdose
patients.

Study Design: Prospective, Non- Blinded Observational Study
Planned sample size: up to 50 patients for each drug studied

Selection criteria: Participants will be selected by the Prince of Wales Toxicology
unit, either by the Clinical Toxicologist or Toxicology Fellow. These participants will
be selected depending on the drug ingested in overdose.

Study procedure: Participants will have an intravenous cannula inserted to collect
blood samples. These blood samples will be analysed to measure drug levels,
metabolite levels or effects of the drug on the body. ECG, clinical data and urine
samples may also be collected.

Duration of the Study: 5 years
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1. BACKGROUND
1.1. Disease Background:

Suicide is a significant cause of mortality in patients with major psychiatric conditions
such as schizophrenia, bipolar disorder and depression. The lifetime risk of completed suicide
is between 10 and 15% and a very common mode of attempted and completed suicide is
deliberate self-poisoning. Most commonly this involves the antidepressant and antipsychotic
drugs prescribed for these conditions. The toxicity of these drugs is primarily due to their
central nervous system (CNS) effects of sedation and seizures, which is treated with supportive
care, and the cardiac effects of hypotension and arrhythmia. Management in overdoses is then
determined by the likelihood of severe toxicity and the duration of observation that may be
required.

Whilst it is assumed that blood concentration of a drug taken in overdose is the
dominant determinant of toxicity, for the majority of drugs the blood level to toxicity
relationship is not well understood.(1, 2) In particular, for the newer psychotropic agents there
is little data on the pharmacokinetics and the likely time course of effects on a patient in
overdose. Pharmacokinetics describes the time course of the change of concentration in the
body of a drug and pharmacodynamics is the effect of a drug on the patient. The combination
of pharmacokinetics (PK) and pharmacodynamics (PD), termed PKPD, represents the process
whereby the time course of drug effects is described.

1.2. Rationale For Performing The Study:

In poisoned patients the pharmacokinetics of drugs can be quite different to that seen
with therapeutic doses. There is potential for the saturation of absorption routes, of metabolic
pathways and of protein binding. (3) This can lead to higher than expected blood concentrations
and to a prolonged elimination phase. In a therapeutic study the dose and the timing of the dose
are accurately recorded. In overdose, however, lengthy delays between the time of overdose
and arrival in an emergency department are experienced, with resulting delay in observations
(taking an initial blood sample). There is also the uncertainty in the information that is
collected, because the overdose is impulsive and the patient may not accurately recall or retell
the events. The patient may spontaneously vomit or receive some form of decontamination
(usually activated charcoal), which decrease the ingested dose by an unknown amount. In
summary, this means that the absorption phase of the plasma concentration-time graph is either
missing or incomplete and it is usually difficult or impossible to estimate accurately the area
under the curve (AUC), time to maximal plasma concentration (Tmax) Or the peak concentration
(Cmax).(4)

Defining the time course of toxicity of drugs in overdose is especially important for
newly released drugs where there is relatively little clinical experience. The identification of
drugs with severe toxicity at high therapeutic concentrations or a predisposition to toxicity (e.g.
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ECG abnormalities that suggest a risk of sudden death) provides important information for
patient management. Prolongation of the QT interval has become increasingly important for
both preclinical studies of therapeutic drugs and for predicting drugs that may cause severe
cardiac effects in overdose.

Newer population analysis techniques can be used to model drug concentration and
clinical effects using the relatively sparse data collected in overdose patients. Such modelling
requires sequential collection of drug concentrations, ECG parameters (QT interval) and other
clinical effects including the occurrence of arrhythmias and seizures in drug overdose.
Application of the model would then allow the development of predictors of seizures, coma
and arrhythmia in drug overdose, using dose, ECG parameters and other initial clinical features.

2. STUDY OBJECTIVE
To study the clinical pharmacology of a number of new drugs, by modelling their
concentrations and clinical effects from data collected from overdose patients. For the study,
it is intended to employ a population analysis technique that is reliant on recording relatively
sparse data obtained in drug overdose circumstances. The modelling will require the sequential
collection of drug concentrations, ECG parameters (e.g. QT interval) and the tracking of
associated clinical effects, including the occurrence of arrhythmias and seizures.
The broad aims of the study will be to:
e measure the time course of the change of drug concentration in the body
(pharmacokinetics) in overdose;
e determine the relationship between drug concentration and clinical effects
(pharmacodynamics);
e Develop evidence-based clinical guidelines for the treatment of patients who have
overdosed on these agents.

3. STUDY DESIGN

3.1. Design: The methodology of this study will follow that used in previous studies by
Hunter Area Toxicology Service (HATS). They completed many years of clinical data
collection for some new antipsychotics and antidepressants and have demonstrated the
feasibility of obtaining multiple samples, patient consent, quantification of these drugs in
overdose and the robustness of the datasets for population PKPD analysis. Their study included
prospective collection of serial drug concentrations, ECGs and specific clinical investigations.
They have completed initial studies on citalopram,(5) moclobemide,(6) nefazodone,(7)
venlafaxine and quetiapine.(4)

This study is a prospective, non-blinded observational study
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3.2. Number of Participants: Previous studies have developed good PKPD models by
collecting approximately 300 data points from participants. For example this could mean 30
participants with 10 data points or 10 participants with 30 data points.

For each drug listed below we are aiming to recruit up to 50 patients per drug.

4. PARTCIPANT SECTION
4.1 Inclusion Criteria: Participants will be selected by the Prince of Wales Toxicology unit,
either by the Clinical Toxicologist or Toxicology Fellow. These participants will be selected
depending on the drug ingested in overdose.
Major drugs of interest include:
e Amisulpride, Escitalopram, Venlafaxine, Valproate and paracetamol.
e  Other drugs of interest include:
o Antidepressant such as Citalopram, Reboxetine, Mirtazapine and
Bupropion.
o Antipsychotics such as Risperidone, Quetiapine and Aripiprazole.
o Anticonvulsants such as Carbamazepine, Phenytoin, Gabapentin and
Lamotrigine.
o And other agents such as Baclofen, Metformin and Colchicine.
o Newly marketed drugs (if we see sufficient numbers and toxicity)
4.2 Exclusion Criteria:
e Lessthan 14 years of age
e In custody

5. STUDY OUTLINE

5.1. Study Design: Standard treatment in patients whom take an overdose of a
medication, depends on the drug ingested. The majority of patient’s whom take an overdose
will have an ECG and bloods taken on arrival to the emergency department. Then depending
on the drug ingested, severity of the overdose and response to treatment, the patient may require
additional ECG’s and blood tests. The number and timing of these investigations depends on
the drug ingested and the patients’ clinical condition. The Toxicologist on duty will determine
how many blood samples will need to be collected.In most cases we will aim to use the cannula
inserted for the patient’s treatment, to collect blood samples. If this is not possible, participants
will have an intravenous cannula, inserted into their hand or arm. This will be used to take the
blood samples during the study to minimise discomfort.

We wish to collect and analyse excess blood that is taken as part of standard treatment.
This blood would otherwise be discarded. For details of the consenting process, please refer
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to section 5.4. Only after consent is received and if needed, will additional samples of blood be
collected. These samples will only be used for research purposes.

Furthermore we will only collect extra blood samples once a patient has been
consented. If a patient is unable to consent due to their medical condition, we will only use
excess blood collect as part of their treatment. That is blood that would have otherwise been
discarded. When the patient is able we will obtain consent and only after this time, if required
we will collect extra samples. In most cases we will endeavor to use excess blood that is
collected as standard of care. No samples will be analysed until a patient gives consent.

An electrocardiogram is recorded in all patients who present with an overdose, to detect
if there is any effect on the electrical activity of the heart. We will analyse those ECG’s that
are collected as a part of the patient’s treatment.

In some participants urine will also be collected, this again depends on the drug
ingested. If urine is to be collected this will be determined by the Toxicology team. Samples
will be collected at specific times for up to 24 hours. The urine samples may be used to measure
the amount of a drug, metabolites or biomarkers of acute kidney injury (as relevant to the
agent). .

Laboratory Assay: Serum samples will initially be frozen and stored in SEALS
laboratories for later analysis. Urine samples will also be stored at SEALSs for later analysis.
The sample, once identified as a part of the study, will be de-identified and labelled as a study
number. It is anticipated that samples may often be sent to other laboratories for analysis as
many of these assays are not widely available. Any samples sent for external assay will have
information that might identify the person (name, address, MRN) removed and replaced by a
study number. Similarly such information will not be supplied to other external investigators.
Serum samples will be analysed for drug and/or metabolite concentrations. Once the study is
complete the samples will be destroyed/ discarded by the SEALSs laboratory.

Data Collection and Monitoring Form: Each participant will have a data collection form
completed to monitor progress through the study. This will contain information on their age,
weight, sex , drug ingested, time drug ingested, background history, usual medications, unique
study 1D number, what samples were collected , time samples collected and ECGs(as required).
This clinical data collected, is information collected on all toxicology patients as a part of their
clinical assessment.(see attached form — which is the toxicology admission form) The clinical,
ECG and drug/ metabolite concentration data will be entered onto a database. This database
will be password protected. Only members of the toxicology unit will have access to this
database. When the data is being analysed the participant will be de-identified and given a
study number. Each participant will be given a study code; this code will be used on all forms
of data (clinical data and blood and urine samples) collected on the participants. This master
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code will be stored in an excel document that is password protected and only available to the
investigators.

5.2. Study Procedure Risks: The only risk of being involved in the study is the
additional need for an intravenous cannula. Not all patients will require an extra cannula, in
most we will use the cannula inserted as a part of their management. But in some that cannula
may be in use for fluids or medications, hence in these patients we will insert a second cannula
to collect samples. This is more comfortable for the patient as it allows us to collect blood
samples without having to venipuncture the patient on multiple occasions. This cannula will
be inserted by experienced health care staff. There are minimal risks from taking blood, but
they include a small risk of bruising at the site, dizziness and fainting, and the small chance of
an infection developing from the presence of the cannula. The standard precautions of using a
sterile technique to collect blood and insert the cannula will significantly reduce the risk of this
and will be adhered during the study. There is no risk from additional electrocardiograms which
will be recorded by trained technicians or nursing staff. There is no risk from urine collection,
which will be collected by nursing staff.

5.3. Recruitment and Screening: Participants will be selected by the Prince of Wales
Toxicology unit, either by the Clinical Toxicologist or Toxicology Fellow. These participants
will be selected depending on the drug ingested in overdose.

Patients who present to Prince of Wales Emergency Department after an overdose are
discussed with the clinical toxicologist on duty, the fellow or registrar. The toxicology registrar
discusses all their cases with either the Toxicologist on call or the Fellow. If a patient has
ingested a drug of interest, the toxicologist or fellow will ask if the patient can be recruited into
the study. During business hours the patient will be seen by a member of the toxicology unit
and the study explained. Or if after hours consented by the emergency department and the
following day reviewed by the toxicology team and the consent verified.

Furthermore the Prince of Wales Hospital, Toxicology service consults and reviews
children at the Sydney Children's Hospital Randwick. And we offer phone advice for those
patients who present following an overdose at St George, Sutherland and Wollongong Hospital.
If we are consulted about a patient with an overdose of a drug of interest we will ask the treating
doctor if they can enrol them into the study. We will only recruit patients we are asked to
consult on.

This study is a multi-centre study with various other participating sites throughout
NSW. Patients at these sites are recruited by the treating toxicology team, for example at
Westmead and Royal Prince Alfred Hospital. NSW Poison’s Information Centre (Children’s
Hospital Westmead) gives phone medical toxicology advice to hospitals throughout NSW and
Australia. If we are consulted about a patient with an overdose of a drug of interest (as outlined
in the protocol appendix) we will ask the treating doctor if they can enrol them into the study.
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We will only recruit patients we are asked to consult on within NSW, from calls to the NSW
Poison’s Information Centre.

5.4. Informed Consent Process: Participants will be explained the study by the
toxicology team or the treating doctor. They will be given a copy of the consent/ patient
information sheet. They may ask the consenting doctor or can call the number on the patient
information sheet and ask the principal investigator any questions regarding the study. Patients
will not be coerced to participate in the study.

With consents obtained via recruitment through the NSW PIC, an investigator will be
made available by phone to have a three- way conversation with the treating doctor on site,
participant and the researcher. The treating doctor will be asked to obtain the consent, via a
three- way conversation (preferred option). However this may not always be feasible, a second
option will be for the participant to speak with the principal investigator by phone, if required
to answer any questions.

If a patient is unable to give consent as they are unconscious or too unwell, consent will
be obtained from their next of kin initially. In this situation, blood will not be collected at time
points outside of the patient’s standard management. When the patient has improved, a
member of the treating toxicology team or the treating doctor will talk with them about the
study and ask if they consent to participate. Blood samples will be stored but not be used until
consent from the patient is obtained. If extra blood samples are needed, these will only be
collected with the patient’s consent. If consent is declined the blood samples will be destroyed.

In the rare event that a patient is deceased before we can obtain consent for samples
taken, we will obtain consent from the next of kin. Samples will be stored but not analysed
until consent is obtained. If we cannot obtain consent from a guardian or next of kin the samples
will be destroyed.

6. STORAGE AND ARCHIEVING OF DOCUMENTS

All study documents will be stored in a computer that is password protected. Paper
documents such as the consent forms will be stored in a locked filing cabinet in a locked office.
The results will be stored at Prince of Wales Hospital in the Department of Clinical Toxicology
offices. Results will be stored for a minimum of 7 years.
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1/ Appendix 1: Australian Paracetamol Project: APP: “ATOM: APP Protocol: Master
Version 1: 10t July 2013”: page 11-14

2/ Appendix 2: Digoxin Overdose & Response to Antibodies (DORA): “ATOM: DORA
Protocol Master Version 1: 1st July 2013”: page 15— 19

3/ Appendix 3: Dihydropyridine Toxicity Project (DTP): “ATOM: DTP Protocol Master
Version 2: 30th May 2014”: page 20 — 23

4/ Appendix 4: Anticoagulation Project Time & Treatment (aPTT): “ATOM: aPTT Protocol
Master Version 1: 11" June 2014”: page 24 — 28

5/ Appendix 5: Dialysis of Toxins Study (DOTS): “ATOM: DOTS Protocol: Master Version
1: June 2014: page 29- 35
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Appendix 1: Australian Paracetamol Project: APP: “ATOM: APP Protocol: Master Version 1: 10th
July 2013”: page 11-14

Australian TOxicology Monitoring(ATOM) Study

Australian Paracetamol Project (APP)
Procedure

Insert hospital

letterhead here

AIMS: To investigate the pharmacokinetics and dynamics of paracetamol in overdose. In particular large
paracetamol overdoses, sustained release preparation and those with established hepatotoxicity.

INCLUSION:

1/ Ingestion of > 35g of paracetamol

2/ Paracetamol level > 2000umol/L (300mg/L) at anytime

3/ Ingestion of > 10g of sustained release paracetamol

4/ Any patients with deranged LFT: AST > 5001U/L, ALT > 5001U/L (that is 10X the upper limit of normal)
EXCLUSION: Age < 14 years
WHAT IS INVOLVED: This study involves using serum already collected and obtaining new serum samples, while
the patient is in hospital. Patients’ should be informed that extra blood samples will be taken. At the most we will
collect 4 extra blood samples per 24 hours. The majority of these samples will be taken with the patients routine
bloods. Hence there are minimal risks from this study, only that of collecting an extra blood sample. The patient
will be de-identified. Samples are tested for drug and metabolite levels, these include, paracetamol and its’
metabolites and N- acetyl cysteine (NAC) levels. Once the study is completed the samples are destroyed. As a part
of this study we will also be accessing the patient’s medical records. This study will allow us to better understand
paracetamol in overdose.

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form” and then please fax this page to: (02) 80160860.

STEP 2 - Complete the patient data form and please fax the completed form to (02) 80160860

STEP 3 - Research samples are to be collected in a serum tube. Note on all request forms “Australian Paracetamol

Project” — research sample. Please send the “Laboratory Protocol” to your pathology laboratory with the

first research serum sample collected.

BLOOD SAMPLE TIMING
Research samples to be collected are 5mL serum samples (S5T)

SAMPLING TIMES: Please collect a serum tube for research purposes at these times:

a/ 4 hour level

b/ 8-12 hour paracetamol level + collect an extra research tube. This paracetamol level is required
in the management of sustained release paracetamol overdose and is useful in guiding management in large
paracetamol overdoses.

¢/ 1-2 hours prior to completion of the third bag of IV NAC, the patient should have repeat LFT’s,
INR, paracetamol level + extra serum tube for research. These investigations are required, to determine the need
for ongoing treatment with IV NAC treatment.

d/ If the patient requires ongoing NAC please repeat LFTs and INR every 12 hours and collect an
extra serum sample tube for research purposes.

If you have any questions please call Dr Angela Chiew on 0412575580 or 1800 676 944
Please fax all forms to (02) 80160860

ATOM: APP Protocol: Master Version 1: 10t July 2013 Page 1 of 4
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Australian TOxicology Monitoring (ATOM) Study

Insert hospital letterhead here

Australian Paracetamol Project

PATIENT DATA SHEET

PATIENT STICKER: DATE AND TIME PRESENTED TO ED:
CONSENT OBTAINED: YES NO
WEIGHT (KG): ETOH INTAKE: standard drinks / day
HEIGHT (CM):
PAST MEDICAL HISTORY: ANY VOMITING POST PARACETAMOL INGESTION:
YES / NO
DOSE OF PARACETAMOL TAKEN: TIME OF INGESTION:
Patient certain of dose ingested: YES / NO Patient certain of time of ingestion: YES / NO
SLOW RELEASE PREPARATION: CHARCOAL GIVEN: YES NO
YES / NO
TIME AND DOSE:

CO INGESTIONS :DRUGS OR ETOH AMOUNT TIME INGESTED

Time and date NAC commenced:

Rate of first/ loading dose of NAC: (loading dose given (mg) AND over how many minutes)

Please fax completed form to (02) 80160860
If you have any questions please call Dr Angela Chiew on 0412575580 or 1800676944

ATOM: APP Protocol: Master Version 1: 10t July 2013 Page 2 of 47
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Australian TOxicology Monitoring (ATOM) Study

Insert hospital

Australian Paracetamol Project
Laboratory Protocol

letterhead here

Please send this information sheet to your pathology laboratory with the first serum

research sample collected.

1. Serum

Blood in plain or serum-
separator (SST) tube Label each tube with sample type ("Ser"),
patient ID, date & time of collection.

Keep samples from each collection time
. separate in a single specimen bag, along
(2,%%83885 :;?mn?r:n 1.6-2mL aliquots of with a copy of the corresponding request
a standard bench serum (in 2mL screw form.

top centrifuge)

cap cryotubes if

/ available) *

Freeze as soon as possible and transport in dry ice (or other suitable frozen transport) to -80°C
storage. NOTE: please freeze all available (earlier) left-over samples, even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient and doctor may not be aware of
the study. Even if these samples have not been processed according to the procedures above, we can
obtain important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and coagulation).
Please either fax to (02) 80160860

OR :

Post to: Dr Angela Chiew
Prince of Wales Hospital
Emergency Department
Barker Street, Randwick NSW 2031

If you have any questions please call Dr Angela Chiew (principal investigator) on 0412575580.
IF THIS FAILS please call the ASP study line on 1800676944.
Fax number for sending laboratory results: (02) 80160860

ATOM: APP Protocol: Master Version 1: 10t July 2013 Page 3 of 4
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Australian TOxicology Monitoring (ATOM) Study

Insert haspital Australian Paracetamol Project
letterhead here

Laboratory Protocol

4, Sample Transport
Samples should be sent In a single batch on patient dischange.

Please |abel these EEITl[.HEE = Lo
“Australian Paracetamol Project: Study Hold for Dr lsbister™

Thess samples are fo be sent to;

HNSW:

For Dr Geoff |sbister

Specimen Reception,

Hunter Ares Pathology Service, John
Hunter Hospital,

Lookout Road, Hew Lambton Heights,
HEW 2305

*PLACE IMMEDIATELY IN -B0
FREEZER*

Background information abouwt this study:

The Ausiralian Paracetamaol Project (APP) aims to investigate the phamacokinetics and
dynamics of paracetamal inoverdose. In particular large paracetamol overdoses, sustaned
release preparabon and those with established hepatotoxicity. i youw have any questions or
gueries please do not hesitate to contact us on the numbers provided below.

If you have any questions please call Dr Angela Chiew (principal investigator) on 0412575380
IF THIS FAILS please call the ASP study ne on 1800575044,
Fax number for sanding laboratory resulta: (02] 80160860

ATOM: APP Protocol: Master Version 1: 102 July 2013 Page 4 of 4
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Appendix 2: Digoxin Overdose & Response to Antibodies: DORA: “ATOM: DORA Protocol Master
Version 1: 1st July 2013”: page 15— 19

nsert hosoital | AUStralian TOxicology Monitoring (ATOM) Study
letterhead here Digoxin Overdose & Response to Antibodies (DORA)
Procedure

AIMS: to investigate the effects and pharmacokinetics of digoxin and digoxin Fab in acute and chronic toxicity in
order to improve the dosing and indications for digifab.

INCLUSIOM:
1/ Any patient presenting with an acute digoxin poisoning.
2/ Any patients presenting with suspected chronic digoxin poisoning.

EXCLUSION: Age <14 years

WHAT IS INVOLVED: This study involves a structured audit of the outcomes of standard management - doing ECGs,
clinical observation (pulse, BP), taking blood samples and documenting commeon clinical symptoms. These should be
done on admission, 1, 4 hours later and when clinically indicated until discharge. Care should be taken not to take
blood out of the cannula used to administer antibodies (an additional cannula may need to be insertad).

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form” and then please fax this page to: (02) 80160868 (or email to betty.chan@sesiahs.health.nsw.gov.au)

STEP 2 - For this study extra blood samples will be required to be collected. Consider inserting an extra cannula to

collect blood samples to avoid repeated venipuncture.

STEP 3 — Perform ECG at the time when blood samples are taken.

STEP 4 - Complete the patient data form and please fax the completed form to (02) 80160868 (or email to above

address).

STEP 5 — Research samples are to be collected in a serum tube. Note on all request forms “DORA study” — research

samples. Please send the “Laboratory Protocol” to your pathology laboratory with the first research serum sample

collected.

ECG AND BLOOD SAMPLE TIMES:
Research samples to be collected are 5mL serum samples (SST)

Please collect a serum tube for research purposes at these times: (Please note that potassium levels should be
checked after the administration of digoxin Fab at 1 and 4 hrs))

a) 1 hour following admission or 1 hour after infusion of digoxin Fab

b} 4 hour following admission or 4 hours after infusion of digoxin Fab.

¢} Anytime when blood or ECG is taken for clinical monitoring.

ATOM: DORA Protocol Master Version 1 : 1= July 2013 Page lof 5
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Patient Data Sheet #1 — Digoxin Poisoning

Study Protocol

Insert hospital letterhead here

Digoxin Overdose & Response to Antibodies (DORA) study

PATIENT STICKER: DATE AND TIME PRESENTED TO ED:

COMNSENT OBTAINED: YES MO
WEIGHT (KG): Please circle:
HEIGHT (CIM): ACUTE / CHRONIC DIGOXIN POISONING

CURRENT MEDICATIONS:

PAST MEDICAL HISTORY:

DOSE OF DIGOXIN TAKEN:
TIME OF INGESTION:

DOSE OF DIGOXIN TAKEN DAILY:
TIME OF LAST DOSE DIGOXIN INGESTION:

CMNS: Confusion / Visual disturbances

SYMPTOIMS ON PRESENTATION: (PLEASE CIRCLE)
CWS: Arrhythmias — Atrial fibrillation / Bradycardia flunctional bradycardia / Complete heart block /

GIT: Nausea / Vomiting / Abdominal pain

Ventricular ectopics / Atrial tachycardia / Ventricular tachycardia / Ventricular fibrillation.

TIME AND DOSE:

Others:

CO INGESTION :DRUG AMOUNT TIME INGESTED
Initial Digoxin level: Initial K: cr:

Time taken: Time taken:

CHARCOAL GIVEN: YES NO Time & date Digoxin Fab commenced:

Dose Digoxin Fab:

ATOM: DORA Protocol Master Version 1 : 1= July 2013

Page 2of 5

Version 11: 16th March 2017
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Insert hospital letterhead here

AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM]) STUDY

Patient Data Sheet #2 — Digoxin Poisoning

Digoxin Overdose & Response to Antibodies (DORA) study

Time (indicative Blood HR BP Level of CNS or Other Comments (Record other
times given but | Samplef Coma Abdominal treatments given and whether
write actual ECG (Awake symptoms patient has responded)
times) [tick) or GCS)

* do ECG & take blood for EUC, digoxin level plus one gold top tube for research purpose. Please take one extra gold
top tube whenever blood is taken from patient for clinical monitoring purpose. (MNote — Digoxin levels may be
misleading after digifab, as they measure digoxin bound to DigiFab as well as ‘free’ digoxin)

Response to Digoxin Fab: [please circle & provide information)

Time taken for digoxin Fab to work (from the end of infusion): HR BP

(1) Resolution of ventricular arrhythmias:

(2) Improvement of BP:

(3) Resolution of bradycardia (HR<50):

(4) Improvement of

Thanks very much!

If you would like to receive a copy of the results of this study or the results of the assays for free digoxin levels on
your patient put your email address here

ATOM: DORA Protocol Master Version 1 : 1 July 2013 Page 3of 5



PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Insert hospital letterhead
here

Australian TOxicology Monitoring (ATOM) Study

Digoxin Overdose and Response to Antibody (DORA) Study

Laboratory Protocol

Please send this information sheet to your pathology laboratory with the first serum

research sample collected.

1. Serum

Blood in plain or senim-
separator (55T) tube Label each tube with sample type {"Ser").
patient 1D, date & time of collection

Keep samples from each collection time
separate in a single specimen bag, along

2000g fer 10 min

f.ﬁHC-[I-E-"tIJC-D rpm in 1.6-2mL aliquets af with a co of the corresponding request
a standard bench garum (in 2mbL screw form.

g canirifuge) H

cap cryotubes if
' / avallable) '

Freeze as soon as possible and fransport in dry ice (or aother suitable frozen transport) to -80°C
storage. NOTE: please freeze all available (earlier) left-over samples, even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient and doctor may not be aware of the
study. Even if these samples have not been processed according to the procedures above, we can obtain
important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and
coagulation).
Please either fax to (02) 80160868

OR.

Post to: Dr Betty Chan
Prince of Wales Hospital
Emergency Department
Barker Street, Randwick NSW 2031

If you have any questions please call Dr Betty Chan (principal investigator) on 0439601068.
IF THIS FAILS please call the ASP study line on 1800676944
Fax number for sending laboratory results: (02) 80160868

ATOM: DORA Protocol Master Version 1 : 1% July 2013 Pagedof 5



PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Insert hospital letterhead

here

Australian TOxicology Monitoring (ATOM) Study

Digoxin Overdose and Response to Antibody (DORA) Study

Laboratory Protocol

4. Sample Transport
Samples should be sent in a single batch on patient discharge.

Please label these samples as:

“Digoxin Overdose and Response to Antibody (DORA): Study Hold for Dr
Ishister”

These samples are to be sent to:

NSW:

For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service, John
Hunter Hospital,

Lookout Road, New Lambton Heights,
NSW 2305

*PLACE IMMEDIATELY IN -80
FREEZER*

Background information about this study:

The Digoxin Overdoes and Response to Antibody (DORA) study aims to investigate the
phamacokinetics and dynamics of digoxin and response to digoxin Fab in acute overdoses and
chronic poisonings. If you have any questions or queries please do not hesitate to contact us on
the numbers provided below.

If you have any questions please call Dr Betty Chan (principal investigator) on 0439601068. IF
THIS FAILS please call the ASP study line on 1300676944,
Fax number for sending laboratory results: (02) 80160868

ATOM: DORA Protocol Master Version 1 : 1= July 2013 Page 5of 5



PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Appendix 3: Dihydropyridine Toxicity Project: “ATOM: DTP Protocol Master Version 2: 30" May
2014”: page 20-23

INSERT Australian TOxicology Monitoring (ATOM) Study
HOSPITAL Dihydropyridine Toxicity Project (DTP)
LOGO

AIMS: to investigate the toxic effects and pharmacokinetics of amlodipine or lercarnidipine in single and
combination ovwerdoses with other anti-hypertensive agents.

INCLUSION:

1. Any patient presenting with a dildropyridine poisoning (for example amlodipine, lercarnidipine or felodipine)
2. Any patient presenting with a combination product of dihydropyridine poisoning (e.g.: with angiotensive
converting enzyme inhibitor, angiotensin receptor blocker, diuretics or statin).

EXCLUSION: Age < 14 years

WHAT IS INVOLVED: This study involves a structured audit of the outcomes of standard management — ECGs,
dinical observation (pulse, BP), taking blood samples and documenting common clinical symptoms. These should be
done on admission, 4 hours later and when dinically indicated until discharge.

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form™ and then please fax this page to: (02) 80160868 (or email to betty.chan@sesiahs. health.nsw.gov.au)

STEP 2 - For this study extra blood samples will be required to be collected with routine blood tests.

STEP 3 — Perform ECG at the time when blood samples are taken.

STEF & - Complete the patient data form and please fax the completed form to (02) 30160868 (or email to above

address).

STEP 5 — Research samples are to be collected in a serum tube. Note on all request forms “DTP study™: research

samples_ Please send the “Laboratory Protocol™ to your pathology laboratory with the first research serum sample

collected.

ECG AND BLOOD SAMPLE TIMES:
Research samples to be collected are SmL serum samples (55T)

ECG should be done on admissien and when clinically indicated.

Please collect a serum tube for research purposes:
1) On admission,
2) 4 - 6 hours post admissicn bloods
3) As indicated for clinical monitoring.

D
ATOM: DTP Protocel Master Version 3: 18% July 2015 Page 1 ofd

Version 11: 16th March 2017 Page 20 of 75



PRINCE OF W

LES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Study Protocol

INSERT

AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM) STUDY

Patient Data Sheet #1 — Dihydropyridine Toxicity Project (DTP)

HOSPITAL

PATIENT STICKER: DATE AND TIME PRESENTED TO ED:

CONSENT OBTAINED: YES MO
WEIGHT (KG): DATE & TIME OF INGESTION:
HEIGHT (CM): CERTAIN OF TIME OF INGESTIOMN: ¥/ N

INTENTIOMAL / ACCIDENTAL INGESTION {circle)

DIHYDROPYRIDINE TAB STRENGTH:

DOSE OF DIHYDROPYRIDINE TAKEM:

DIHYDROPYRIDINE PRODUCT BRAND NAME :

CERTAIN OF DOSE INGESTED: Y ! N

CO-INGESTED DRUGS: AMOUNT TIME INGESTED
CURRENT MEDICATIONS: PAST MEDICAL HISTORY:

Initial HR: BP: CHARCOAL GIVEN: YES NO
Time taken: TIME AND DOSE:

Others:

SYMPTOMS ON PRESENTATION: (PLEASE CIRCLE)

CWS: Arrhythmias — Atrial fibrillation / Bradycardia fJunctional bradycardia / Complete heart block /

Ventricular ectopics / Atrial tachycardia [ Ventricular tachycardia / Ventricular fibrillation / Hypotension.

ATOM: DTP Protocol Master Version 3: 18% July 2015

Page 2 of 4

Version 11: 16th March 2017

Page 21 of 75



PRINCE OF WALES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Insert Hospital
logo

Study Protocol

Australian TOxicology Monitoring (ATOM) Study
Dihydropyridine Toxicity Project (DTP)

Please send this information sheet to your pathology laboratory with the first serum
research sample collected.

1. Serum

Blood in plain or serum-
saparator (S5T) iube Label sach tube with sample type {"Ser"),

2000g fer 10 min
(SE00-4D00 rpm in
& standard bench
top cantrfuga)

patient 1D, date & time of collection

Keep samples from each collection time
separate in a single specimean bag, along

1.6-2mL aliquots of with a LI [
serum {in 2mL screw form.

cap cryotubes if
' /' available) *

storage. NOTE: please freeze all available (earlier) left-over samples, sven if they have been

Freeze as soon as possible and transport in dry oe (or other suitable frozen transpart) fo -80°C
left unfrozen for several days, noting the date and time of freezing on the request forms,

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient and doctor may not be aware of the
study. Even if these samples have not been processed according fo the procedures above, we can obiain
important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all resulis (biochemisiry, haematology and coagulation).
Pleass either fax to (02) 80160868

OR:
Post to: Dr Betty Chan
Prince of Wales Hospital
Emergency Depariment

Barker Sfreet, Randwick NSW 2031

0439601068.

If you have any questions please call Dr Betty Chan (principal investigator) on 0413286663 or
IF THIS FAILS please call the ASP study line on 1800676944

L]
ATOM: DTP Protocol Master Version 3: 18% July 2015 Page 3 of 4

Version 11: 16th March 2017 Page 22 of 75



PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

:ME” hospital Australian TOxicology Monitoring (ATOM) Study
ogo

Dihydropyridine Toxicity Project (DTP)

4. Sample Transport
Samples should be sent in a single batch on patient discharge.

Please label these samples as:
“Dihydropyridine Toxicity Project (DTP): Study Hold for Dr Isbister”

These samples are to be sent to;

NSW:

For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service, lohn
Hunter Hospital,

Lookout Road, Mew Lambton Heights,
NSW 2305

*PLACE IMPEDIATELY IN -80
FREEZER*

Background information about this study:

Dihydropyridine is now one of the commonest prescribed anti-hypertensive agents in
Australia. The Dihydropyridine Toxicity Project (DTP) aims to investigate the pharmacokinetics
and dynamics of amlodipine and lercanidipine in single and combination products with or without
other anti-hypertensive co-ingestion. If you have any questions or quenes pleass do not hesitate
to contact us on the numbers provided below.

If you have any questions please call Dr Betty Chan (principal investigater) on 0413286663 or
0439601068. IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 80160868

-]
ATOM: DTP Protocol Master Version 3: 18 July 2015 Page 4 of 4
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Appendix 4: Anticoagulation Project Time & Treatment: “ATOM: aPTT Protocol Master Version 1:
11" June 2014”: page 24 — 28

ATOM STUDY: Australian Toxicology Monitoring

:;:;:tal Anticoagulation Project Time & Treatment (aPTT)
Logo PROCEDURE

AIM: To investigate the pharmacokinetics and dynamics of warfarin, super-warfarins and newer anticoagulant
agents in overdose.

INCLUSION:
1/ Any intentional ingestion of warfarin, dabigatran, bivalirudin, rivaroxaban, apixaban, brodifacoum, other

long-acting super warfarins and any heparin overdoses.

EXCLUSION:

Age < 14 years

WHAT IS INVOLVED:

This study involves using serum already collected and obtaining new serum samples, while the patient is in
hospital. Patients” should be informed that extra blood samples will be taken. At the most we will collect 4 extra
blood samples per 24 hours. The majority of these samples will be taken with the patients routine bloods. Hence
there are minimal risks from this study, only that of collecting an extra blood sample. The patient will be de-
identified. Samples are tested for drug and clotting factor levels, these include, warfarin (or appropriate ingested
drug) and aPTT, PT and factor II, VII, IX and X levels. Once the study is completed the samples are destroyed. As a
part of this study we will also be accessing the patient’'s medical records. This study will allow us to better
understand anticoagulants in overdose.

METHOD:
STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form” and then please fax this page to: (02) 49110501.

STEP 2 - Complete the patient data form and please fax the completed form to (02) 49110501
STEP 3 - Research samples are to be collected in a serum tube.
Note on all request forms “Anticoagulation Project” — research sample.
Please send the “Laboratory Protocol” to your pathology laboratory with the first serum sample collected.

BLOOD SAMPLE TIMING

Research samples to be collected are S5mL serum samples (S5T) and a coagulation/citrate tube correctly filled

SAMPLING TIMES:
Please collect a serum tube for research purposes at these times:
a/ Presentation; along with coagulation studies (INR/PT, aPTT)
b/ 6-8 hourly; Along with coagulation studies (and as required to guide treatment)

ANTIDOTE TREATMENT

Please document any treatment given (e.g. Vitamin K, FFP, prothrombin X) and the time given on the datasheet
attached.

If you have any questions please call Dr Ingrid Berling on 0403026477 or 1800 676 944
Please fax all forms to (02) 49110501.

ATOM: aPTT Protocol: Master Version 1: 11t June 2014 Page 1of 5

Version 11: 16t March 2017 Page 24 of 75



PRINCE OF WALES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Study Protocol

ATOM Study: Australian Toxicology Monitoring

Insert hospital letterhead here

Anticoagulation Project Time & Treatment

PATIENT DATA SHEET

PATIENT Sticker/Details:

Presentation to ED

DATE: TIME:

CONSENT OBTAINED: YES / NO
INGESTION details Weight (KG):
DATE: TIME: Height (CM):
Study medication ingested (circle): Usual medication: YES / NO

WARFARIN / DABIGATRAN / BIVALIRUDIN /
RIVAROXABAN / APIXABAN /BRODIFACOUM

OTHER:

DOSE ingested:

Reason for anticoagulation:

DVT / PE / AF / VALVE / OTHER

INTENTION / ACCIDENTAL ingestion (circle)

CO INGESTIONS : Drugs or EtOH

CHARCOAL GIVEN: YES /[ NO

TIME and DOSE (eg 50g):

TREATMENT(S) GIVEN:

Vitamin K: | Iv/PO: Dose (mg):

Date: Time:

FFP (amount/time):

Other:

Prothrombin X (amount/time):

LMWH/Heparin (amount/time):

Please fax completed form to (02) 49110501

If you have any questions please call Dr Ingrid Berling on 0403026477 or 1800676944

ATOM: aPTT Protocol: Master Version 1: 11t June 2014

Version 11: 16th March 2017

Page 2 of 5
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

ATOM STUDY: Australian Toxicology Monitoring
Insert hospital | Anticoagulation Project Time & Treatment

Laboratory Protocol

Logo

CITRATE PLASMA PROCESSING PROTOCOL
Blood in 3.2%

Sodium Citrate {1:9i NOTE: PROCESSING MUST BE COMPLETED WITHIN TWO HOURS OF COLLECTION

2000g for 10 min Take just enough plasma to perform routine coagulation studies; INR/PT andAPTT.
(3200-4000 rpm in a
standard bench top ALL REMAINING PLASMA is to be spun another two times (i.e. giving a “triple spin” in total) to
centrifuge)

remove platelets, then stored frozen in aliquots in 2 mL screw-cap cryotubes if available.

SEE REVERSE/FOLLOWING PAGE for rationale and detailed instructions if you are not
. familiar with this triple-spin procedure.
2000g for 15 min @ pespinp

~300 ul Label each cryotube with sample type
’ ("Cit"), patient ID number, and the

date and time of collection.

> P Freeze
*@ﬂﬂﬂﬂ ul v

Transport in dry ice to

-80°C storage as
‘ soon as possible
~300 ul

2000g for 15 min @

SERUM PROCESSING PROTOCOL

Blood in plain or serum-
separator (SST) tube, or

lithium heparin tube Take enough to perform
requested biochemical
2000g for 10 @ studies
min

- Label each tube with sample type
REMAINING SERUM ("Ser"), patient ID number, and

(3800-4000 rpm ina the date and time of collection

standard bench top (aliquot into 2 mL screw-

centrifuge) cap cryotubes if available) *

Freeze
v

Transport in dry ice to
-80°C storage as
soon as possible

Please send this information sheet to your pathology laboratory with the first serum research sample collected

ATOM: aPTT Protocol: Master Version 1: 11% June 2014 Page 3 of 5
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

ATOM STUDY: Australian Toxicology Monitoring

Insert hospital
letterhead

here Laboratory Protocol

Anticoagulation Project Time & Treatment

PLASMA PROCESSING RATIONALE AND DETAILED INSTRUCTIONS:

Qverview
The plasma collected for this study is used for functional antigen studies using platelet free plasma.
Processing must be completed within 2 hours of collection

Triple spinning is employed to remove all platelets. This platelet-free plasma is then aliquoted into small
tubes which must be frozen within 2 hours of collection and moved in dry ice to a -80C freezer as soon as
possible.

It is very important that the plasma is processed and frozen as quickly as possible in order to maintain
activity of the various factors that we will be assaying.

Collection

5-10 ml of venous blood is collected into tubes containing 3.2% sodium citrate (standard coag collection
tubes) at a ratio of 1:9 and mixed well

Processing

1. Centrifuge the citrate tubes at 2000g (3800-4000 rpm in a standard bench top centrifuge) for 10
minutes to separate the plasma from the red and white cells.

2. Take just enough plasma to perform routine coagulation studies: i.e. INR/PT, APTT

3. Carefully removed all remaining upper plasma fraction from the bottom layer of cells using a
transfer pipette and transfer the plasma into a fresh sterile 15ml tube.

4. Centrifuge the plasma at 2000g for 10 min.

5. Remove the upper plasma from any pelleted debris and transfer the plasma to a fresh sterile 15
ml tube.

6. Centrifuge the plasma again at 2000g for 10 min.

7. Remove the upper plasma and aliquot it into 2 ml screw cap Eppendorf/Sarsdedt or equivalent
cryotubes in ~ 0.3ml aliquots (4 — 10 tubes in total, depending on amount of plasma available). If
you do not have screw-top cryotubes, then use the smallest tubes available to you.

8. Label each tube with the patient ID number, “Cit” (indicating that this is a citrate sample) and
date and time of collection on the side of the tube, and the patient ID number on the cap.

9. Freeze tubes in an upright position (preferably in boxes) and move to —80C storage as soon as
possible. TRANSPORT MUST ALWAYS BE IN DRY ICE.

ATOM: aPTT Protocol: Master Version 1: 11% June 2014 Page 4 of 5
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

ATOM STUDY: Australian Toxicology Monitoring

Insert hospital
letterhead

here Laboratory Protocol

Anticoagulation Project Time & Treatment

Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient and doctor may not be aware of
the study. Even if these samples have not been processed according to the procedures above, we can
obtain important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of this page).

Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and coagulation).
Please either fax to (02) 49110501

OR : Post to Dr Dr Geoff Ishister, Calvery Mater Newcastle, Edith Street, Waratah, NSW, 2298

Sample Transport
Please label these samples as:
“Anticoagulation Project; Study Hold for Dr Isbister”

These samples are to be sent to:

For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service,

John Hunter Hospital,

Lookout Road, New Lambton Heights
NSW 2305

*PLACE IMMEDIATELY IN -80 FREEZER*

Background information about this study:

The Anticoagulation Project Time & Treatment (aPTT) aims to investigate the
pharmacokinetics and dynamics of anticoagulants in overdose. If you have any questions or
queries please do not hesitate to contact us on the numbers provided below.

If you have any questions please call Dr Ingrid Berling (Associate investigator) on 0403026477.
IF THIS FAILS please call the ASP study line on 1800676944.
Fax number for sending laboratory results: (02) 4911 0501

L
ATOM: aPTT Protocol: Master Version 1: 11t% June 2014 Page 5 of 5
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Appendix 5: Dialysis Of Toxins Study (DOTS): “ATOM: DOTS Protocol: Master Version 1: June
2014: page 29- 35

Australian TOxicology Monitoring (ATOM) Study
Insert hospital Dialysis Of Toxins Study (DOTS)
letterhead here
Procedure

AIMS: To investigate the pharmacokinetics and pharmacodynamics of those drug overdoses that require
extracorporeal elimination that is intermittent haemodialysis or continuous renal replacement therapy. In particular
calculating drug half-life and clearance during the patient’s treatment.

INCLUSION:
1/ Any ingestion requiring extracorporeal elimination either intermittent haemodialysis (IHD) or continuous
renal replacement therapy (CRRRT).

EXCLUSION: Age < 14 years

WHAT IS INVOLVED: This study involves access to the patients’ medical records and collecting blood and urine
samples at set time points. The patient or next of kin should be informed that extra blood and urine samples will be
collected. The majority of these samples will be taken from the haemodialysis lines. These samples will be analysed
for drug levels and metabolite levels. The patient will be de-identified.

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form” and then please fax this page to: (02) 80160860.

STEP 2 - Complete the patient data form 1 and please fax the completed form to (02) 80160860.

STEP 3 - Research samples are to be collected in a serum tube or tube required to measure drug level. Note on all

request forms “Dialysis of Toxins Study (DOTS)” — research sample. Please send the “Laboratory Protocol” to your

pathology laboratory with the first research serum sample collected.

STEP 4 — Patient data sheet 2 — to be completed by staff member completing dialysis. This sheet outlines samples to

be collected.

BLOOD SAMPLE TIMING
Please collect 5mL serum samples for drug levels (note certain drugs may require coagulation tube to measure drug levels)
1/ Before commencement of renal replacement therapy:
A/ full blood count
B/ drug level

C/ urine sample (please note volume in data sheet)

2/ During renal replacement therapy: Collect samples as per data sheet 2. Please complete relevant sheet
depending on mode of renal replacement therapy used.

3/ Post renal replacement therapy:

A/ collect drug level 4 hours after ceasing IHD and then as clinically indicated.

B/ urine sample (please note volume on data sheet)
If you have any questions please call Dr (insert name) on (insert phone number) or 1800
676 944, Please fax all forms to (02) 80160860

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014 Page 1of 7
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PRINCE OF WALES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Australian TOxicology Monitoring (ATOM) Study

Dialysis Of Toxins Study (DOTS)

PATIENT DATA SHEET 1

Study Protocol

Insert hospital letterhead here

PATIENT STICKER:

DATE AND TIME PRESENTED TO ED:

CONSENT OBTAINED: YES / NO

Patient certain of dose: YES /NO

WEIGHT (KG): PAST MEDICAL HISTORY:
HEIGHT (CM):
MEDICATIONS: ACTIVATED CHARCOAL GIVEN:
YES / NO
DATE/ TIME:
DOSE:
DRUG INGESTED OR ETOH AMOUNT TIME INGESTED

DATE & TIME DECISION MADE TO COMMENCE IHD:

SITE:

TYPE OF CATHETER AND LENGTH:

VASCULAR CATHETER INSERTION  DATE/TIME:

Please fax completed form to (02) 80160860
If you have any questions please call Dr (insert doctor) on (insert phone number)

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014

Page 2 of 7

Version 11: 16th March 2017
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PRINCE OF WALES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Australian TOxicology Monitoring (ATOM) Study

Dialysis Of Toxins Study (DOTS)

Data Collection FORM 2 — INTERMITTENT HAEODIALYSIS

Insert hospital letterhead here

To be completed by nurse or doctor collecting samples

PATIENT STICKER:

DATE/TIME IHD COMMENCED:

TYPE OF HAEMODIALYSIS: HD / HF / HP

TYPE OF FILTER:

TIME STOPPED:

TIME RECOMMENCED:

INTERUPTIONS TO HAEODIALYSIS: YES / NO

REASON FOR INTERUPTION:

Blood samples and effluent samples to collect:

Blood samples: PRE- filter: arterial limb, POST - filter: venous limb (please collect in serum tube unless

otherwise specified)

Effluent sample: please collect in urine specimen container at least 5mL

Time Sample Type

Time
collected

Blood flow
rate IHD

Dialysate flow
rate

UF rate

Time =0h PRE-filter (arterial limb)

POST-filter (venous limb)

1 hour Effluent sample

2hours PRE-filter
POST- filter

3 hours Effluent sample

4 hours PRE-filter
POST-filter

5 hours Effluent sample

Urine samples:

Measure urine volume every hour and every second hour obtain a 5mL sample for drug levels (shaded)

Time: Start:

Finish:

Volume of urine

Sample collected: Y/N

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014

Page 3 of 7

Version 11: 16th March 2017
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PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Australian TOxicology Monitoring (ATOM) Study

Dialysis Of Toxins Study (DOTS)

Data Collection FORM 2 — CONTINOUS RENAL REPLACEMENT THERAPY

To be completed by nurse or doctor collecting samples

PATIENT STICKER: DATE/TIME IHD COMMENCED:

TYPE OF RENAL REPLACEMENT THERAPY: TYPE OF FILTER:
PiRRT / CVVHD / CVVHDF / Other:

INTERUPTIONS TO HAEODIALYSIS: YES / NO REASON FOR INTERUPTION:
TIME STOPPED:

TIME RECOMMENCED:

Blood samples and effluent samples to collect:

Blood samples: PRE- filter: arterial limb, POST — filter: venous limb (please collect in serum tube unless

otherwise specified)

Time Sample Type Time Blood flow Dialysate flow UF rate
collected rate IHD rate
Time = Oh PRE-filter (arterial limb)
POST-filter (venous limb)
3 hours PRE-filter
POST- filter
6 hours PRE-filter
POST-filter
10 hours PRE-filter
POST-filter
14 hours PRE-filter
POST-filter
18 hours PRE-filter
POST-filter

CONTINUE NEXT PAGE DIALYSIS EFFLUENT and URINE SAMPLES

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014 Page 4 of 7
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Australian TOxicology Monitoring (ATOM) Study

Insert hospital letterhead here

Dialysis Of Toxins Study (DOTS)

Data Collection FORM 2 — CONTINOUS RENAL REPLACEMENT THERAPY

Dialysis Effluent

Effluent samples: please collect in urine specimen container at least 5mL.

Please collect a sample from each effluent bag. Once effluent bag full, please note volume and collect a
sample.

Time: Start:
Finish:

Volume of effluent

Sample collected:
Y/N

Urine samples:
Measure urine volume every hour and every second hour obtain a 5SmL sample for drug levels

Time: Start:
Finish:

Volume of urine

Sample
collected: Y/N

Time: Start:
Finish:

Volume of urine

Sample
collected: Y/N

Please fax completed form to (02) 80160860.
If you have any questions please call Dr (insert name) on (insert phone number)

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014 Page 5 of 7
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Australian TOxicology Monitoring (ATOM) Study
Insert hospital Dialysis Of Toxins Study (DOTS)

letterhead here

Laboratory Protocol

Please send this information sheet to your pathology laboratory with the first serum
research sample collected.

1. Serum

Blood in plain or serum-
separator (SST) tube Label each tube with sample type ("Ser"),
patient ID, date & time of collection.

Keep samples from each collection time

. 2 separate in a single specimen bag, along
5&%?%5‘85 :Eﬂ"ﬂr'l" 1.6-2mL aliquets of with a copy of the corresponding request
a standard bench serum (in 2mL screw form.
top centriluge) cap cryotubes if

/' available) '

Freeze as soon as possible and transport in dry ice (or other suitable frozen transport) to -80°C
storage. NOTE: please freeze all available (earlier) left-over samples, even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient and doctor may not be aware of the
study. Even if these samples have not been processed according to the procedures above, we can obtain
important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and coagulation).
Please either fax to (02) 80160860

OR:

Post to: Dr Angela Chiew
Prince of Wales Hospital
Emergency Department
Barker Street, Randwick NSW 2031

If you have any questions please call Dr (Insert Doctors name) (principal investigator) on (insert
number). IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 80160860

ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014 Page 6 of 7 s



PRINCE OF WALES HOSPITAL

Australian TOxicology Monitoring (ATOM) Study

Australian TOxicology Monitoring (ATOM) Study

Insert hospital
letterhead here

4. Sample Transport

Study Protocol

Dialysis Of Toxins Study (DOTS)

Laboratory Protocol

Samples should be sent in a single batch on patient discharge.

Please label these samples as:

“Dialysis Of Toxins Study (DOTS): Study Hold for Dr Isbister”

These samples are to be sent to:

NSW:

For Dr Geoff Isbister

Specimen Reception,

Hunter Hospital,

NSW 2305

FREEZER*

Hunter Area Pathology Service, John

Lookout Road, New Lambton Heights,

*PLACE IMMEDIATELY IN -80

Background information about this study:

The aims of Dialysis Of Toxins Study (DOTS) is to investigate the pharmacokinetics and
pharmacodynamics of those drug overdoses that require extracorporeal elimination. That is either
intermittent haemodialysis or continuous renal replacement therapy. In particular calculating drug
half-life and clearance during the patient’s treatment. If you have any questions or queries please

do not hesitate to contact us on the numbers provided below.

If you have any questions please call Dr (Insert Doctors name) (principal investigator) on (insert
number). IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 80160860

]
ATOM: Dialysis Of Toxins Study (DOTS) Protocol: Master Version 1: June 2014
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Appendix 6: Cardiac Arrest & ToxinS: “ATOM: Cardiac Arrest & ToxinS (CATS): Protocol
Master Version 1: 10th July 2015”: page 36-39”

Insert Hospital Logo

Australian TOxicology Monitoring (ATOM) Study
Cardiac Arrest & ToxinS (CATS)

AlIMS: to investigate the incidence of cardiac arrests suspected to be caused by poisonings.

INCLUSION:
1. Any patient presenting with a cardiac arrest or near arrest thought to be related to overdose or poisonings.

EXCLUSION: Age < 14 years

WHAT IS INVOLVED: This study involves a structured audit of the types of overdose and outcomes of standand
management — ECGs, clinical observation (pulse, BP), taking blood samples and documenting commaon clinical
symptoms. These should be done on admission, 4 hours later and when clinically indicated until discharge.

METHOD:

STEF 1 - Obtain consent from the patient or relatives. Please ask them to sign page 4 of the “Subject Information
and Consent form” and then please fax this page to: (02) 80160868 (or email to

betty.chani@sesiahs. health.nsw.gov.au)

STEP 2 - For this study extra blood samples will be required to be collected with routine blood tests.

STEP 3 — Perform ECG at the time when blood samples are taken.

STEP 4 - Complete the patient data form and please fax the completed form to (02) 80160868 [or email to above
address).

STEP 5 — Research samples are to be collected in a serum tube. Note on all request forms “CATS study” —research
samples. Please send the “Laboratory Protocol™ to your pathology laboratory with the first research serum sample
collected.

ECG AND BLOOD SAMPLE TIMES:
Research samples to be collected are Sml serum samples (S5T)

ECG should be done on admission and when clinically indicatad.
Please collect a serum tube for research purposes:

1) On admission,

2) 4 — 6 hours post admissicn bloods

3) As indicated for clinical monitoring.

If you have any questions please call Dr Betty Chan (principal investigator) on 0439 601 068 or
IF THIS FAILS please call the ASP/ATOM study line on 0413 286 663 or 1800676944,
Fax number: (02) 80160868

- |
ATOM: CATS Protocol: Master Version 1: 10® July 2015 Page 1 of 4
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AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM) STUDY Insert Logo

Patient Data Sheet #1 — Cardiac Arrest & ToxinS

Cardiac Arrest & ToxinS (CATS)

PATIENT STICKER: DATE AND TIME PRESENTED TO ED:

CONSENT OBTAINED: YES NO
WEIGHT (KG}: Please circle: Route: Oral / Intravenous/Other
HEIGHT [CM):

OVERDOSE MEDICATIONS (8 AMOUNTS IF KNOWRN)

DATE & TIME OF INGESTION (OR LIKELY TIME RANGE):

SYMPTOMS ON PRESENTATION: {(PLEASE CIRCLE) PLEASE INCLUDE A COPY OF ECG WHEN FAXING DATA FORM.
CVS: Rhythm on presentation GCS:

HR: BP: pH: Lactate: Kz Cr:
Time of cardiac arrest:

Cardiac arrest rhythm: Time to ROSC:

Final Outcome

REGULAR MEDICATIOMNS: PAST MEDICAL HISTORY:

Treatment: [please circle)

IVF (Volume):
INTUBATION & VENTILATION: YES / NO
CHARCOAL: YES / NO, MUMBER OF DOSES (50 G):

INOTROPES: Adrenaline / Moradrenaline / Metaraminol / Others:
SPECIFIC ANTIDOTES & DOSES & APPARENT RESPONSE:

ECMO:

OTHERS:
I —

ATOM: CATS Protocel: Master Version 1: 10% July 2015 Page 2 of 4
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Australian TOxicology Monitoring (ATOM) Study
Cardiac Arrest & ToxinS (CATS)
Laboratory Protocol

Please send this information sheet to your pathology laboratory with the first serum
research sample collected.

1. Serum
Biood in plain or serum-
separator (SST) tube Label each tube with sample type ("Ser”),
patient ID. date & time of collection
. Keep samples from each collection time
i ) Wit s copy of the corrasponding request
(3800-4000 rpm in 1.6-2mL aliquots of fork
a standard bench serum (in 2mL screw =2
top centnfuge) if

storage. NOTE: please freeze all avallable (earlier) left-over samples, even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

Freeze as s00n as possible and transport in dry Ice (or other suitable frazen transport ) 1o -80°C ‘

2. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and
methotrexate levels). Please either fax to (02) 80160868 or email to:
betty. chan@sesiahs health_.nsw.gov.au

3. Sample Transport
Samples should be sent in a single batch on patient discharge.

Please label these samples as:
“CARDIAC ARREST & TOXINS: Study Hold for Dr Isbister”

These samples are to be sentto: NSW: | For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service,
John Hunter Hospital,

Lookout Road, New Lambton
Heights, NSW 2305

*PLACE IMMEDIATELY IN -80

EFeEeeeee——————
ATOM: CATS Protocol: Master Version 1: 10 July 2015 Page 3 0f4
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Background information about this study:

The Cardiac Arrest & Toxins (CATS) study aims to investigate whether the suspected
overdose was the cause of the cardiac arrest and to have a better understanding of the
epidemiology of overdoses resulting in cardiac arrest in Australia as well as identifying areas
where we can improve in our management of these patients. If you have any questions or quernes
please do not hesitate to contact us on the numbers provided below.

If you have any guestions please call Dr Betty Chan (principal investigator) on 0439 601 068 or
0413 286 663. IF THIS FAILS please call the ASP/ATOM study line on 1800676944.
Fax number for sending laboratory results: (02) 80160868

ATOM: CATS Protocol: Master Version 1: 10® July 2015 Page 4 of 4
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Appendix 7: ATOM: Pregabalin Gabapentin Toxicity Project: Master Protocol: Version 1: 16th July
2015.: Page 40-42

nset hospitalloge Australian TOxicology Monitoring (ATOM) Study
Pregabalin Gabapentin Toxicity Project (PGTP)

AIMS: to investigate the pharmacokinetics and dynamics of pregabalin and gabapentin in overdose.
INCLUSION:

1. Any patient presenting with a pregabalin poisoning.

2. Any patient presenting with a gabapentin poisoning.

EXCLUSION: Age < 14 years

WHAT IS INVOLVED: This study involves a structured audit of the outcomes of standard management — ECGs, clinical
observation (pulse, BP), taking Mood samples and documenting commeon clinical symptoms. These should be done on

admission, 1h, Zh, b, 6h, 8h, 12h, 16h 24h and then daily if possible and when dinically indicated until discharge.

METHOD:
STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent

form™ and then please fax this page to: (02) 80160868 (or email to betty.chan@sesiahs.health.nsw.gov.au)
STEP 2 - For this study extra blood samples will be required to be collected with routine blood tests.
STEP 3 — Perform ECG at the time when blood samples are taken.
STEP 4 - Complete the patient data form and please fax the completed form to (02) 80160868 (or email to above address).
STEP 5 — Research samples are to be collected in @ serum tube. Note on all request forms “PGTP study”™ — research
samples. Please send the “Laboratory Protocol” to your pathology laboratory with the first research serum sample
collected.

ECG AND BLOOD SAMPLE TIMES:
Research samples to be collected are SmL serum samples (55T)

ECG should be done on admission and when clinically indicated.

Please cellect 2 serum tube for research purposes:
1) On admission,
2) 1h, 2h, 4h, 6h, 8h, 12h, 16h 24h and then daily if possible.
3) As indicated for clinical monitoring.

Pregabalin Gabapentin Toxicity Project: Master Protocol: Version 1 : 16 July 2015. Page 1of3
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AUSTRALIAN TOXICOLOGICAL MONITORING [ATOM]) STUDY | Insert hospital logo
Patient Data Sheet #1 — Pregabalin Gabapentin

Toxicity Project (PGTP)

PATIENT DATA SHEET

PATIENT Sticker/Details: Presentation to ED
DATE: TIME:
COMNSENT OBTAINED: YES S NO
INGESTION details Weight (KG):
DATE: TIME: Height (CM):
Product (Circle): Pregabalin / Gabapentin Usual medication: YES / NO
DOSE ingested: Reason for use:

Chronic pain/ epilepsy / another person’s
medication

Certain of Dose Ingested? (Circle):  Yes / No INTENTIONAL f ACCIDENTAL ingestion {circle)

CO INGESTIONS : CHARCODAL GIVEN: YES f NO
Alcohol: Before / With overdose TIME and DOSE {eg 50g):

Clinical Effects:
CNS Effects: Min GCS Description {alert, drowsy, unconscious)
G.I. effects:

Delirium: (presence of confusion, agitation, restlessness): YES /NG

Arrhythmia [ Please include copy ECG with Fax

Other {[comments):

Blood Collection: Please collect as many of the samples below as possible.

Pregabalin has a short half-life (4.6 to 6.8 k), therefore timeframe for detection is brief. Suggest collecting
in the first 24 hour period where possible — time 1h, 2h, 4h, 6h, 2h, 12h, 16h, 24h; thence daily.

Treatment:

Intubation/ventilation O Other (eg. Hoemodialysis):

Please fax completed form to (02) 4911 0501 or email Dr Angela Chiew or Betty Chan (Investigators) at:
angela.chiew@sesiash.health.nsw.gov.au or betty.chan@sesiash.health.nsw.gov.au

I
Pregabalin Gabapentin Toxicity Project: Master Protocol: Version 1 : 16 July 2015, Page 2 of 3
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Insert hospital logo

Australian TOxicology Monitoring (ATOM) Study
Pregabalin Gabapentin Toxicity Project (PGTP)

Please send this information sheet to your pathology laboratory with the first serum
research sample collected.

1. Serum

Blood in plain or serum-
separator (S5T) tube Labal each tube with sample type ("Ser"),
patient ID. date & time of collection.

Keap samples from sach collection time
saparate in a single speciman bag, along

25.‘:?%%[ ]‘E“I'II'::H 1.6-2mL aliquaots of with a copy of the corresponding reguest
a standard beanch sanum (in 2ml screw Term,
fop caninfuge) cap cryohubes if

2
Lﬁ / avallable) *

Freeze &% soon &% possible and ranspor in dry ice (or ather suitable frozen iransport) (o -B0°C
siorage. NOTE: please freaze all available |earlier) left-over samplas, even il they have baen
left unfrozen for several days, noting the date and time of freezing on the request forms.,

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones iaken, when the patient and doctor may not be aware of
the study. Even if these samples have not been processed according to the procedures above, we can
ohtain important information from them. Therefore, please ensure that samples from this patient are not
discarded without first discussing with a study coordinator (contact details at the bottom of thispage).

3. Sample Transport
Samples should be kept in a single batch on patient discharge.

Please [abel these samples as:
“Pregabalin/Gabapentin Toxicity Project: Study Hold for Dr Chiew”

Background information about this study:

Pregabalin and gabapentin are commonly prescnbed for epilepsy and, chronic and
neuropathic pain in Australia. In view of very limited recent research pregabalin may displaya
potential for abuse among individuals with a history of chronic opiate intake. The Pregabalin
Gabapentin Toxicity Project (PGTF) aims to therefore investigate the pharmacokinetics and
dynamics of these two drugs in overdose. If you have any questions or quenes please donot
hesitate to contact us on the numbers provided below.

If you have any questions please call Dr Betty Chan (Principal investigator) on 0439601068.
IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 4911 0501

Pregabalin Gabapentin Toxicity Project: Master Protocol: Version 1 : 16% July 2015. Page3of 3
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Methotrexate Intoxication & Antidotes (MIA): “Appendix 8: MIA Protocol: Master Version 1:
10th July 2015.” Page 43 - 46.

Insert Hospital Logo

Australian TOxicology Monitoring (ATOM)
Study
Methotrexate Intoxication & Antidotes (MIA)

AIMS: to investigate the toxic effects and pharmacckinetics of methotrexate in acute or chronic poisonings.

INCLUSION:
1. Any patient presenting with an acute methotrexate poisoning.
2. Any patient presenting with a chronic methotrexate poisoning.

EXCLUSION: Age < 14 years

WHAT IS INWOLVED: This study involves a structured audit of the outcomes of standard management — clinical
obsenvation (pulse, BP), taking blood samples and documenting commeon clinical symptoms and follow up with GP
for follow up blood tests at 1 and 2 weeks post ingestion. Bloods should be done every & hours for 24 hours and
when clinically indicated until discharge.

METHOD:

STEP 1 - Obtzin consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form™ and then please fax this page to: (02) 80160868 (or email to betty.chan@sesiahs.health.nsw.gov.au)

STEP 2 - For this study extra blood samples will be required to be collected with routine blood tests.

STEP 3 - Complete the patient data form and please fax the completed form to (02) 80160868 (or email to above

address).

STEP 4 — Research samples are to be collected in a serum tube. Mote on all request forms “MIA study” — research

samples. Please send the "Laboratory Protocol™ te your pathology laboratory with the first research serum sample

collected.

ECG AND BLOOD SAMPLE TIMES:
Research samples to be collected are SmlL serum samples (S5T)

Please collect a serum tube for research purposes:
1) On admission,
2) Every 6 hours post admission bloods for 24 hrs
3) As indicated for clinical menitoring.

If you have any questions please call Dr Betty Chan (pnncipal investigator) on 0439 601 068 or
IF THIS FAILS please call the ASP/ATOM study line on 0413 286 663 or 1800676944
Fax number: (02) 80160868

D e ——————————
ATOM: MIA Protocol: Master Version 1: 10® July 2015 Pagelofd
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AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM) STUDY

Patient Data Sheet #1 — Methotrexate Poisoning

Insert hospital logo

Methotrexate Intoxication & Antidotes (MIA)

PATIENT STICKER: DATE AND TIME PRESENTED T ED:
COMNSENT OBTAINED: YES NO

WEIGHT (KG): Please circle: Rowte: Oral

HEIGHT {CM]: ACUTE / CHRONIC  METHOTREXATE POISONING

CURRENT MEDICATIORNS:

PAST MEDICAL HISTORY:

DOSE OF METHOTREXATE TAKEN:
TIME OF INGESTION:

DOSE OF METHOTREXATE TAKEN WEEKLY:
TIME OF LAST DOSE METHOTREXATE INGESTION:

SYMPTOMS OMN PRESENTATION: (PLEASE CIRCLE)
Haematology: Meutropenia (M=

CMS: Confusion // Delirium.

), Anaemia (Hb =
GIT: Stomatitis / Mucasitis / Nausea / Vomiting / Abdominal pain

I, Thrombocytopenia (Platelet =

Others: Renal failure / hepatitis / dyspnoea / dermatitis

COINGESTION :DRUG

AMOUNT TIME INGESTED

Initial Cr:

Time taken:

FOLIMIC ACID: YES/NO. Time & date:
DOSE OF FOLIMIC ACID:

CHARCOAL: YES / NO.
Time & Date:

GLUCARPIDASE: YES [ NO. Time 8 date:
DOSE OF GLUCARPIDASE:

Treatment: Haemodialysis: IHD / CVWHD / CVVHDF;
Others: GCSF

Steroid type & dose:

ATOM: MIA Protocol: Master Version 1: 10= July 2015

Page 2 of 4

Version 11: 16th March 2017

Page 44 of 75



PRINCE OF WALES HOSPITAL
Australian TOxicology Monitoring (ATOM) Study

Study Protocol

Australian TOxicology Monitoring (ATOM) Study
Methotrexate Intoxication & Antidotes (MIA)
Laboratory Protocol

1. Serum

Blood collection: Please take blood at baseline for FBC, EUC, liver function &
methotrexate level. Methotrexate levels should be performed every 6 hours in the
first 24 hours if possible. Repeat FBC & EUC at day 7 and 14.

Please send the serum samples collected for methotrexate levels to your referral
hospital.

2. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology and
methotrexate levels). Please either fax to (02) 80160868 or email to:
betty. chan@sesiahs health.nsw.gov.au

Background information about this study:

The Methotrexate Intoxication & Antidotes (MIA) study aims to investigate acute
methotrexate poisoning and its response to antidotes. If you have any questions or queries
please do not hesitate to contact us on the numbers provided below.

If you have any questions please call Dr Betty Chan (pnncipal investigator) on 0439601068. |F
THIS FAILS please call the ASP study line on 1800675944,
Fax number for sending laboratory results: (02) 80160868

-
ATOM: MIA Protocol: Master Version 1: 10® July 2015 Page 3 of 4
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Insert hospital

logo Australian TOxicology Monitoring (ATOM) Study
Methotrexate Intoxication & Antidotes (MIA)

To Family Doctor,

This patient was admitted to Hospital following an acute overdose of methotrexate on
. He has agreed to be recruited into our methotrexate study to help us to have a better

understanding of acute methotrexate poisoning.

| would appreciate if you can perform a FBC and EUC on day 7 and then 14 following the overdose to

determine if there is any significant methotrexate related myelosuppresion.

Please send a copy of the pathology results to Dr Betty Chan by either email to
betty.chan@sesiahs. health. nsw.gov.au or fax: 02-80160868. | can be contacted on mob: 0439601068 if

you wish to discuss any matter regarding the methotrexate poisoning or the study.

If you have any further queries regarding this propesal, please do not hesitate to contact me.

Yours sincerely

Betty Chan

Head of Clinical Toxicology Unit.
Prince of Wales Hospital

MEBS, FACEM, PhD

L P
ATOM: MIA Protocol: Master Version 1: 10® July 2015 Page 4 of 4
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Appendix 9: Sotalol, Propranolol, Atenolol, Metoprolol: “ATOM: SPAM Protocol Master
Version 1: June 2016”: page 47 — 50

| Australian TOxicology Monitoring (ATOM) Study
Insert hospital logo

SPAM (Sotolol, Propranoclel, Atenolol, Metoprolol)

AIMS: To investigate the pharmacokinetics & dynamics of beta-blockers in overdose. In
particular the management of beta-blocker toxicity including the benefits & risks of inotropes &
high dose insulin euglycaemia therapy (HIE).

INCLUSIOMN:
1/ Any patient taking an intentional overdose of a beta-blocker
2/ Any patient taking an accidental overdose of a beta-blocker

EXCLUSION: Age < 14 years

WHAT IS INVOLVED: This study involves using serum already collected & obtaining additional
serum samples, while the patient is in hospital. Patients” will be informed that extra blood
samples will be taken. At the most we will collect 4 extra blood samples per 24 hours. The
majority of these samples will be taken with the patient’s routine bloods. Hence there are
minimal risks from this study, only that of collecting an extra blood sample. The patients will be
de-identified. Samples are tested for drug levels. Once the study is completed the samples are
destroyed. As a part of this study we will also be accessing the patient’s medical records. This
study will allow us to better understand the toxicity of beta-blockers in overdose.

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the “Subject
Information & Consent form” & then please fax this page to: (02) 80160860.

STEP 2 - Complete the patient data form & please fax the completed form to (02) 80160860
STEP 3 - Research samples are to be collected in a serum tube. Note on all request forms
“SPAM" — research sample. Please send the “Laboratory Protocol” to your pathology
laboratory  with the first research serum sample collected.

ECG & BLOOD SAMPLE TIMES:

Research samples to be collected are SmlL serum samples (S5T)

ECG should be done on admission & when clinically indicated.

Blood collection: Please collect as many of the samples below as possible:

Suggest collecting in the first 24-hour period where possible — on admission, 2h, 4h, 6h, 12h,
18h, 24h & then 6 hourly while in Intensive Care or High Dependency Unit. Then daily after 3
days.

Any questions please call Dr Colin Page on 0404044732 or 1800 676 944.
Please fax all forms to (02) 80160860

ATOM: SPAM Protocol: Master Version 1 June 2016 1
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Insert hospital logo Australian TOxicology Monitoring [ATOM) Study
Sotolol, Propranolol, Atenolol & Metoprolol [SPAM)
Patient Data Sheet

FRESENTATION TO HOSPITAL: Fatient Sticker/ Details:

DWATE: TIME:

COMNSENT OETAINED: Yes [ HNo

INGESTION DETAILE

WEIGHT: HEIGHT:

DHATE: TIME:

DRLUG, D5E & NUMEBER INGESTED: USUAL MEDICATIOMN: Yes /Mo
INDICATION: & £. Hyperbenzion
INTEMTIONAL § ACCIDENTAL

CO INGESTIONS: Drugs or Alcahal CHARCOAL GIVEM: Was [/ Mo
TIMIE & DOSE:

CLINICAL EFFECTS:

MAanirmem GL5: Sejzures:  Yes F Ho

Minimuam pulse: Minimum blood pressure:

Arrhythmiaz  Yes J Ho Flaase include ECS

Other nd organ toxicity =.£. renal impairment/ Flease specfy.

MANAGEMENT:

INTUBATION/VENTILATION: Yez [ No

INOTROPES: Ye: [/ Mo If yes, which inotropes & maximum dose used

High Dose Insulin Euglycse=mis [HIE]: Yes [ Mo Ifyes, maximuem dose insulin used & duration

OTHER TREATMENTS: £.g. Calcium, atrojpine, glucagon

Please fax completed form to [02) 20150860 or scan & email to cpagedbigpond.net.au. IT you
have amy questions, please call Or Colin Page on 0404044732 or 1200675944

ATOM: SFAM Protocol: Master Version 1 Jures 2016 2
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Australian TOxicology Monitoring (ATOM) Study
SPAM Laboratory Protocol

Please send this information sheet to your pathology laboratory with the
first serum research sample collected.

1. Serum

Blood in plain or serum-
separator (S5T) ube Label each tube with sampie type (*Ser’),
patient 1D, date & time of collection.

Keep samples from each collection tirme
separate in a single specimen bag, along

2000 for 10 min

r:sBEE—g-“-[-[-] v, o 1.6-2mL aliquats of with a copy of the corresponding request
a standard bench serum (in 2mL screw form.

Lo Cenminiluge ) cap cryctubes If

Freaze as $00n as possible and fransport in dry ice (or other suitable frozen franspert) to -B0°C
storage. NOTE: please freeze all available (earlier) left-over samples, sven if they hawe been
left unfrozen for several days, noting the date and time of freazing on the reguest Torms.

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient & doctor may not be aware
of the study. Even if these samples have not been processed according to the procadures above,
we can obtain important information from them. Therefore, please ensure that samples from this
patient are not discarded without first discussing with a study coordinator (contact details at the
bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology &
coagulation).
Please either fax to (02) 80160860

OR :

Post to: Dr Colin Page
Emergency Department
Princess Alexandra Hospital
Ipswich Road
Woolloongabba QLD 4102

If you have any guestions please call Dr Colin Page (QLD) on 0404044732
IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 80160860

ATOM: SPAM Protocol: Master Version 1 June 2016 3
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Australian TOxicology Monitoring (ATOM) Study

Australian Paracetamol Project

Laboratory Protocol

4. Sample Transport
Samples should be sent in a single batch on patient discharge.

Please label these samples as:
“SPANM ATOM STUDY: Study Hold for Dr Isbister (NSW) or Dr Goce Dimeski

(QLD }nr

These samples are 1o be sent to:

FOR N5W SAMPLES FOR QLD SAMPLES

For Dr Goce Dimeski
Chief Scientist

For Dr Geoff Ishister

Specimen Reception, ¢/o Chemical Pathology
Hunter Area Pathology Service, John Princess Alexandra Hospital
Hunter Hospital, Woolloolngabha

Lookout Road, New Lambton Heights, QLD 4102

NSW 2305 *PLACE IMMEDIATELY IN -80
*PLACE IMMEDIATELY IN -80 FREEZER®

FREEZER*

Background information about this study:

The SPAM study aims to investigate the pharmacokinetics & dynamics of beta-blockers in overdose.
In particular we want to examine the benefits & risks of various management options in beta-
blocker toxicity. If you have any questions or gueries please do not hesitate to contact us on the
numbers provided below.

If you have any guestions please call Dr Colin Page (QLD) on 0404044732,
IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: {02) 80160860

ATOM: 5PAM Protocol: Master Version 1 June 2016 4
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Appendix 10: VAlproate Toxicity Study (VATS): “ATOM: VAT Protocol Master Version 1:
20" June 2016”: page 51 - 55

Australian TOxicology Monitoring [ATOM) Study

Insert
haspital VAlproate Toxicity Study [VATS)
o8 Procedure

AIME: to inwestizate the pharmacokinetic and dynamis of Walproate in ate and dironictoidty

T LLES QI
1/ Amy patient presenting with an acute immediate or extended release Yalproate posoning [accidental or
intentional)
2§ Ay patients pres enting with suspectad chronic V¥ alproate toxicity including patients on therapeutic
Yalproate with:
i Deqemed lewel of consdows ness not adequateby explained by other patholoey andfar
ii. Faised ammaonia levels

EHCLLEION: Aze-= 14vyears

WMFHAT IS IMNWOLWED: Thi study imvolves astrudured audit of the out@mmes ofstandard management including
ECGs, clinical observation (heart rate, blood press ure, Glaseow mmascore], taking blood samples, and documenting
dini@lsymptoms. Collection of blood samples for EUC, LFT, FEC, Ammaonig, Yalproate levek and Wenous Blood G
[¥BG) should be amlleded on admission, 2h, Gh, 12h, 13h, 24h then twice daily or more frequently if clinicalby

indicated.

IWIETHOD:

STEP1 - Obtain coreert fromthe patient. Plese s kthem tosign page 4 ofthe "Subject Infommationa nd Coreent
formr and then please fa this page to: (02 20160252 (or email to kyliepma rdle @ermail.com)

ETEPZ - Forthis study extra blood samples will be required to be mlleced. Considerirs erting an ectra cannulato
mlled blood s amples to avoid repeated wenipuncture.

ESTEPS - Completethe patient dataform and please fad the completed form to (02) 80160852 (or email to abowve
address).

STEPA - Researchsamples areto be collected in @aserumtube. Mote on all request foms “WATS” — reseanch
samples. Pleasesendthe "Llaboratory Protocol toyour patholoey laboratory with the first res earchserum

sample collectad.

BLOOD SAMNPLE TIMMES:
Resea rchzamples to be collected are SmLserumsampkes (S5T)

Please mlled aserumtubeforresearch purposes at these times:
a)0n admission
b] 2h, 6h, 12h, 13h, 24h and then twice daily if possible
cl As indi@ted for clinical monitoring

If you have any questions please call Dr kKylie MeArdle (arincipal investigatarn on 0425256578
IF THIS FAILS please call the ASP study line on 18006765944,

Please fax completed forms to {02) 80160868

ATEM: WATS Protocol Master Wersion 1: 207 June 2006 Faes 1of5
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IS ert AUSTRALAN TOXICOLOGICAL MONITORING {ATOM) STUDY
hms pital
Iogo VAlproate Toxicity Study (WATS)

Patient Data Sheet #1 — Valproate Toxicity

PAT EMT STICKER: DATE AMND TIME PRESEMTED TO ED:

COMSENT OBT AIMED: YES S MO

WFEIGHT (ki ): CHARCO AL GIWVEM: YES [ &

HEIGHT [CM): TIME AMND DOSE:

CLURREMT MEDIC AT IOMS: PAST MEDIC AL HISTORY:

ACLTEINGESTION:  Yes [ No CHROMIC THERAPELITIC LEE:  Yes F Mo

SLOWY RELEASE PREPARATION: Yes § MNo IMDICATIOM: Epilepsy § Chronic Pain f Mood Dsorder
DOSE OF YWALPROAT E TAKEM: SLCWYS RELEASE PREPARATION: Yes [ Mo

TIMEOQF INGESTICIN: DOSE OF WALPROATE T AKEM DAILY:

CERTAIM OF DOSE INGESTED (Circle):  Yes [ Mo TIME OF LAST DOSE WALPROATE IMGESTIOM:

CO IMSESTIOM :DRLES AMOILMT: TINE IMNGESTED:

SYWMFTOMS O PRESENTATIOMN: [ PLEASE CIRCLE)

CMS: Decreas ed lewel of cors ciows nessf Confusion f Delirium J Seures [/ Ataxia /¥ ual ds turbances
CWS: OT prolongation / Hypoters ion / Tachycardia f Other:

GIT: Maws ea / Womiting / Abdominal pain

Metabolic: Hypematreamia f Acidoss f Hyperlactateamia / Hypozbeceamia

HEAM: Thramboecytopeania / Neutrop eania

A M AT ERAEMT OTHER THERAPIES ADMK IMISTERED:
Intubatior:  YES J MO L-Carnitine:
ICUar HOU Admissiors YES /MO Cthen

CTERAIN: YES [ NO
REMAL REFLACEMEMNT THERARY: YES [ MO

I E E—
ATOM: wATS Protocol WMester wersion 1 207 June 200 6. Fape 2ofs
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VAlproate Toxicity Stuchy (VATS)

AUSTRALIAN TOXICOLOGICAL MORNITORING (4 TOM) STUDY

Patient Data Sheet #2 — Valproate Toxicity

I ert hs pital lngo

Time [irdicative
times ghen but
write actal

times)

CMSar
Abdomiral

= Mpto Me

Cther Cormments [ Other

treatmentsgenard patient

res poree)

Inita | Va lproate level:

Time ta ken:

Initial Ammornia level:

Time B kar

Inita | PRt=let=:

Time Taken:

Imitial WHG:
pH

PCOZ

POz

HOO3-

lactate

If you have any questions please call Dr Kylie McArdle (principal investinatorn on 25256578,
IF THIS FAILS please call the ASP study line on 1300676944
Please fax completed forms to (02) 80160868

ATOM: WATS Protocol Master version 1: 200 June 2016,

Version 11: 16th March 2017

Fage 3ofS
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Australian TOxicology Monitoring (ATOM) Study
VAlproate Toxicity Study [VATS)
Laboratory Protocol

Please send this information sheet to your pathol ogy laboratory with the first serum
research sample collected.

1. Serum

Blood in plain of serum-
separator (SET) tube Label each tube with sample type ("Ser),
patient ID. date & time of collection.

Keep samples from each coellection time
b separate in a single specimen bag, along
2000g for 10 min ;
(3800 -E—'l‘i*J o i - | G2l aliquots of with a copy of the corresponding regusst

& atandard beach serum (in 2mL sorew torm.

top cemrifuge)

cap cryofubes if

j’ /' available) *

storage. NOTE: please freeze all available (earlier) left-over samples. even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

Freeze as soon as possible and transport in dry ice (or other suitable frozen transport) to -80°C ‘

2. Left over serum/ plasma from earlier time points

The most im potant samples are the first ones taken, when the patient and dodor may not be aware ofthe
Sudy. Even if theze samples have not been proceszed according to the procedures above, wvwe can obtain
impottant inforn ation from them . Therefore, please ensurethat samples from this patient are not discarded
without first dizcussing with & gudy coordinatar (cortad details at the botbom of this page).

3. Results from your lab

If ime permits we would appreciste copies of all results (hiochemistry, haematology and coagulation).
Please either faxto (02) 30160868

OR:

Post to: Dr Kie Mclidle
Depattm ent of Clinical Toxicology and Pharmacology
Calvary Mater Hozpital Mewcastle
Locker Mail Bag ¥
Hunter Region Male Certre NSW 2310

[f wou have any questions please call Or Kylie McArdle (principal imedigaton on M25256578.
IF THIS FAILS please callthe ASF study line on 1300676944,
Fax number for sending laboratory results: (022 80160868

Version 11: 16th March 2017
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Australian TOxicology Monitoring (ATOM) Study
VAlproate Toxicity Study [VATS)
Laboratory Protocol

4. Sample Transport
Samples should be se2nt in & single batch on patient discharge.

Pleass label the s samples as

"V alproate Toxicity Study (VATS): Study Hold for Dr Isbister{NSW) or Dr Goce
Dimeski {OLD)""

Thess zamples are to be sant to:

NSW: QLD:
FOR NSW SAMPLES FOR QLD SAMPLES

For Dr Geoff Isbister ] ]
For Dr Goce Dimeski

Specimen Reception, Chief Scientist

Hunter &rea Pathology Service, lohn /o Chemical Pathology
Hunter Hospital, Princess &lexandr a Hospital
Lookout Road, Mew Lambton Heights, El::;jn.:;gahha

MSW 2305

XPLACE IMMEDIATELY IM -80 *PLACE IMMEDIATELY IN -80
FREEZER* FREEZER*

Background information about this stucdy:
The aim ofthiz sudy is to inve stigate the pharmacokinetic and pharmacodynamics of Yalproate in acute

and chronictoxicity. 1f you have any questions or gueties pleass do not hesitate to contadt us on the
numbers provided below.

Ifwou have any questions please call Dr Kylie McArdle (principal investinaton on 0425256578
IF THIS FAILS please call the ASP study line on 1800676944,
Fax number for sending laboratory results: (02) 80160868

ATOR: WATS Protocol Master version 1: 207 June 2016, Fage 5 of5
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Appendix 11: LIPID study: “ATOM: LIPID Protocol: Version 1 June 2016”: page 56 - 59

Ples e Australian TOxicology Monitoring (ATOM) Study

insert

hes pital LIPID Study

AIME: To investigate the effect of Intralipid on drug lewek in overdms e. The will inwohee any drog overdms e in

which Intlipid has beeneiten & partof the patients management. In particular, we will determine drug
lewek priorto Intralipid and after to determine the effectiveness of Intrelipid inthe management of acute
poO& oning,.

1MC LLESICIN:
17 Any patient who has taken an intentional overdm & and has Intralipid & part of their treatment

2} Ay patient who ha taken an accidental overdm e and ha Intralipid & partof their treatment

EXCLLEION: Ame = 1dyears

WAHAT IS IMWOILWED: This study inwohees using serum already collected & obtaining additionals erumsamples,
while the patient & in hos pital. Patients’ or their relative will be informed that extra blood 5 amples will be
taken. Atthe most we will collect 2 extra bloodsamples per 24 hours. The majority of thes esamples will be
taken with the patients routine bloods . Hence there are minimal ré ks frmm ths study, only that of collectine
an extra blondsample. The patient will be de-identified. Samples are tested for drog lewek. 2 a part of the
study we will 3k o be access ing the patient’s medical records. ThE study will 2llow s to better undes @nd the
15 & of Intralipid in managing overdm es .

METHOD:

ETEP1 - Obtain coreent from the patient. Pleas & & k them tosign page 4 of the “Subject Irformation &
Corsert form® & then please fax ths page to: {02} 016 G610,

STERZ - Complete the patient data form & pleas e fax the completed form to (02 8016 0860

STEP2 -Researchsamples are to be collectad in @ serumtube. Mote on all request forms

“ATOMN: LIPIC — research s ample. Pless es end the "Laboratory Protocol to yvour patholoey laboratory
with the fist res earchserumsample collectad.

ECi5 & BLOOD SAMPLE TIMES:
Research= mples to ba collected are Sl serumsamples (S5T)
ECGshould be done on admesion & when clinically indicated.

Elood collection: Pless e collect & many of the s amples below & poss ible:
17 0nadméEsion (pre intralipid)

2/ Immediately pms tintralipid bolws

3/ 1hrpmtintralipid bolus

4} f5 clinically indicated

If there are any questions please call Dr Therese Becker on 0400 333 736
Please fax all forms to[02) 80160860

ATOM: LIFID Protocol Yersion 1 June 2016 1
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Australian TOxicology M onitoring [ATOM) Study
Patient Data Sheet — LIPID Study

PRESEMT AT IOM TO HOEPITAL: Fatient Sticker/Detaik:

DATE: TINE:

COMSEMT OBTAIMED:  Yes [ Mo

IMGESTION DET AlLS

WEIGHT: HEIGHT:

DIATE: TIMIE:

DRUG, DOSE & MUMBER IMGESTED: LEUAL MEDICATION: Yes f Mo
IMDICATIOM: & 5. Hypertemsion
IMTEMTIOMAL f ACCIDEMT AL

CO IMGESTIONS: Druss or Alcohol CHARCOALGIVEM: Ves f No
TIME& DOSE:

CLIMIC AL EFFECTS:

Tli mi murm GCS: Seizures: Yes [ HNo

Ili nimum pulss: I¥lini mum blood prez=ure:

Arrtythmia: Yes f  No Fles e include ECG

Othererd organ tosicity e.g. renal impairment/ Ples e 5 pecify.

Ml AP S ERAEMT:

IMTRAUPRID: Time and dm &

IMTUBATION/WENT ILATIOM:  Yes [ Mo

INOTROPES: %es [ No Ifyes, which inotropes B ma timumdoze Eed

High Doze Iredin Eughycaemia [HIEL Yes f  No  Ifyes, maximumdoss ireulin weed & duation

OTHER TREAT MENTS: &, Calcium, atropire, gluagon

Pleasze fas completed formto (02) 8016 0260 ors@n & ermail to therese, becke ri@healt b, revingou.au

Ifyou hawea iy questiors, pleasecall Or Theress Becker on MO0S387EE
ATOM: LIPID Protocol: Wersion 1 June 2016

Version 11: 16th March 2017
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Australian TOxicology Monitoring (ATOM) Study: LIPID Stuchy

Laboratory Protocol

Please send this information sheet toyour pathology laboratory with the first
serum research sample collected.

1. Serum
Elood in plain or serum-
SEparsor (55T wbe Label sach tube with sample type ["Ser”),
patient ID, date & time of collaction
I Heep samples from each collection time
2000g fer 10 e separate in a singhe specimen bag, along
I \daui_m__., fpan in g_ 1.8-2mL aligusts of ._with a copy of the corresponding reguest
st e,

& standard Banch sarum (in 2l serew

top candrifuge) F cap eryolubes if
T / available) '

Freezs a: soon & possible and franspart in dry ice [or other suitable frozen transport) te -B0EC
storage, NOTE: please freeze all available (sarliar) left-over samples, even if they have baen
left unfrozen for several days, noting the date and time of freezing on the request forms.

2. Left over serum/ plasma from earlier time points

The mostimportantsamples are the fis t ones B®ken, when the patiznt & doctor may not be aware of
the s tudy. Buen if thes esamples hawe not been process ed according to the procedures abowe, we can
obtain important information from them. Therefore, pleas & ens ure thats amples from this patient are

rot disa rded without fis t dE cuss ing with as wdy coordinator [contact detaik at the bottom of this
page).

3. Results from your lab

If tirme permits we would appreciate copies of all results (binchemistry, haematology & coagulation).
Pless e either fa< to (0280160260

oR :

Pmstto: Or Theres e Backer
Emersency Department
Frince ofWales Hms pital
EarkerStre et
RANDWICK 2031

If wou harse arny questions please call Dr Therese Becker 0300 338 786
IF THIZ FAIL: pleass call the AZP gudy line on 1800676944
Fax number for sending laboratory results: (02) 80160860

ATOM: LIPID Protocol: Wersion 1 June 2016 E}
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Australian TOxicology Monitoring (ATOM) Study

LIPID Froject

Laboratory Protocol

4.5ample Transport

Samples should besentin asingle batch on patient dischaee.

Plem & label thes esamples =&

“LIPID ATOM STUDY: Study Hold for Dr Isbister [NSW] or Dr Goce Dimeski

QD)

Thesesamples are to be s ent to:

FOR NSW SAMPLES

For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service, lohn
Hunter Hospital,

Lookout Road, Hew Lam bton Heights,
NSV 2305

*PLACE IMMEDIATAY IN -80
MEEZER*

FOR QLD SAMPLES

For Dr Goce Dimeski
Chief Scientist

/o Chemical Pathology
Princess Alexandra Hospital
Woolloongabhba

OLD 3102

*PLACE IMMEDIATELY IM -80
FREEZER¥

Backs ound infor mation about this study:

The LIFID s tudy @ims to imees tigate the s & of Intralipid in overdms e and detemine its effectiveness. In
particularwe will determine drug lewek in owerdos & prior to Intralipid and after to determine exactly
how Intralipid affects drug leweb. If wou hawe any questioms or queries, plesse do not hesitate 1o

contact s on the numbes provided beloe.

If you hare ary questions pleass call Dr Therese Becker 0300 338 786.
IF THIS FAILS pleass call the ASP study line on 100676544,
Fax number for sendin g laboratory resufts: (02) 30160360

ATOM: LIFID Protocol: Wersion 1June 2016

Version 11: 16th March 2017
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Appendix 12: Herbicide Intoxication & Pharmacokinetic (HIP) study: “ATOM: HIP Protocol:
Version 1: 215 June 2016”: page 60 — 63

: Australian TOxicology Monitoring [ATOM) Study
nsert

hospital | Herbicide Intoxication & Pharmacokinetic [HIP) Study
logn

Procedure

A MS: toinwestieate the dini@l cous e and out@mmes of patients who ingestion herbigdes

IMCLLE IQM:
1/ Amy patient presentingwith an acute ingestion of aherbidde such as MCPA, Bromoeynil, Glyphosate or
Faragquat.

EHCLLEIOMN: Age = 14 years

WAHAT IS INWOILWED: Thi study imvolwes 15ings erum already collected & obtaining additional s erum samples, while
the patient & in hospital. Patients’ will be informed that extra blood samples will be taken. At the most we will
mlled 2 extra blood samples per 24 hours. The majority of these samples will be taken with the patiem’s mutine
bloods. Hence there are minimal risks from ths study, only that of @mllecting an extrablood s ample. The patients will
be de-identified. Samples are tested for drug ledel. Onoe the study 5 @mmpleted the samples are destroyed. As a
part ofthi study wewill also be acoessingthe patient’s medi@l rea@rds. This study will allow us to better
understand the toxicity of herbicides when ingested.

IMETHOID:

STEP1 - Obtaincormert from the patient or their relative iftoo umwell. Plesse ssktham tosien page 4 of the

“Subject Irformationand Coreent formm and then pleas e fax this page to: (02) &0160850 (or email to

Arge 1a.C higni@hes It h, rewgow.a u)

ETEPZ - Forthis study extra blood samples will be required to be mlleaed

STEPS - Completethe patient dataform and please fax the mmpleted form to (02) 80 60250 (or email:

Aneela. Chisw@health.nsw.gowau).

STEPA - Researchsamples are to be colleded in @ s=rumtube. Maote on all request forms “ATOK: HITY —research
samples. Flese s end the "laboratony Protocol toyour patholosy laboratory with the first res earch s erum
sample collected.

BLOOD SAMPLE TIMES:
Remea rchizamples to be oallested are Smlserumsamples (S5T)

Flease mllet aserum tubeforresearch purposes at these times:

a)0n admission

b) 4 h after presentation

cl As indi@ated for clinical monitoring, I the patient requires diaksis a res earcherwill ds cwss with
wou further samples and the Dialysis Of Taxns Study (DOTS): protocol

If you have any questions, please call Dr Angela Chiew {principal irvestingator) on 0412575580
IF THIS FAILS please call the ASP study line on 1200676594 4,

Please fax completed fonms to (02) 80160860

ATO M HI Protocol MEster wersion 1: 21° June 201 6. Faee 1cofa
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Insert AUSTRALAN TOXICOLOGICAL MOMNITORING (ATOM) STUDY
hospital
logn Patient Data Sheet: Herbicide Intoxication & Pharmacokinetic (HIP) Study

PATIEMT STICKER:

DATE AMD TINME PRESEMTED TO ED:

COMNSEMT OBT AIMED: YEE S MO

WYEIGHT (K&
HEISHT i W):

CHARCO AL GIWEM: YEE [ NO
TINME AMD DOEE:

CURREMT WEDIC AT ICMS:

PAST MEDIC AL HISTORY:

Name of herbicide ingested (brand name):

Active ingredients and concentration in produd:

Amount ingested:

COIMGESTIONS: DRLES AMICILIMT: TIMWE IMGESTED:

SYWPTOWS 0N PRESEMTATION: [FLEASE CIRCLE]

WMOUTH: erythema) ulcers )/ swelling

GIT: Mausea f Yomiting f Abdominal pain

CMNS: Deeased level of coms dows nessy Confusion f Delirium f Se@ures f Atacia f Wi ual disturbances
CYS: Hypotension / Tachycardia f Other:

Metabolic: Acidoss / Hyperactateamia [ Hypoghceamia

Resp: Tachypnoea/ hypmia

el G ER EMT: OTHER THERAFIES ADMIMISTERED:

Intubatiors  ¥ES f NO Imotro pes required:
ICUor HOU Admissior: YES J NO Cthzn

Dilsis YES / NO

PLEASE FAX COMPLETED DATA SHEET TO 02 80160360

. ________________________________________________________________________________________________________________|
ATEM: HI Protocol Master version 1: 217 June 2006, Fage 2ofd
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Australian TOxicology Monitoring (ATOM) Study
Herbicide Intoxication & Pharmacokinetic [HIP) Study
Laboratory Protocol

Please send this information sheet to your pathol ogy laboratory with the first serum
research sample collected.

1. Serum

Blood in plain of serum-
separater (SET) tube Label each tube with sample type (“Ser’).
patient |D. date & time of collection.

Keep samplas from each collection time
separate in a single specimen bag, aleng
2000g for 10 min A
|"Hl|"-g—'|,{1_| o R d" 1 B-2ml aliquots of :'-‘I!h a copy of the corresponding reguest
s - Orm.

@ atandard bench serum (in 2mL sorew
tap centnifuge)

cap cryctubes. if

j’ / available) *

storage. NOTE: please freeze all available (earlier) left-over samples, even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

Freeze as soon as possible and transport in dry ice {or other suitable frozen fransport) to -80m G ‘

2. Left over serum/ plasma from earlier time points

The most im pottant samples are the fird ones taken, when the patient and dodor may not be avare ofthe
Sudy. Even if these samples have not been processed according to the procedures above, we can obtain
important infonm ation from them . Therefare, please ensurethat samples from this patient are not discarded
withiout first discussing with & gudy coordinator (contad detailz at the bottom of this page).

3. Results from your lab

If ime: permits we would appreciate copies of all results (hiochemistry, haematology and coagulation).
Please either faxto (02) 80160860

OR:

Post ta:

Post to: Dr Angela Chies
Prince of Wales Hospital
Emergency D epartment
Barker Street, Randwick MSW 2031

Ifvou have any questions, please call Dr Angela Chiesy (principal investigatorn on 0412575580
IF THIS FAILS please callthe ASF study line on 1300676944,
Please fax completed forms to (02) 80160860

. ____________________________________________________________________________________________________________________|
ATEM: HI Protocol aster virsion 1: 217" June 201 6. Fage 3ofa
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Australian TOxicology Monitoring (ATOM) Study
Herbicide Intoxication & Pharmacokinetic [HIP) Study

Laboratory Protocol

4. Sample Transport

Samples should be zent in a single batch on patient discharge.

Pleasze label the s zamples az

"Herbicide Intoxication & PharmacokKinetic {HIP) Study: Hold for Dr

Isbister{NSW) of Dr Goce Dimeski (QLD)™"

These zamples are to be zent ta:

NSW:

QLD:

FOR NSWSAMPLES

For Dr Geoff Ishister

Specimen Reception,

Hunter Area Pathology Service, John
Hunter Hospital,

Lookout Road, Mew Lambton Heights,
MSY 2305

*PLACE IMMEDIATELY IN 80
FREEZER*

FOR QLD SAMPLES

For Dr Goce Dimeski
Chief Scientist

¢,'0 Chemical Pathology

Prin cess Alexandr a Hospital
Wooloongabba

OLD 4102

*PLACE IMMEDIATELY IN -50
FREEZER*

Background information about this study:

The aim ofthis Sudy izto inve figate the pharmacokinetic and pharmacodynamics of herbicides follawng
an acute ingestion . In particular, looking at the dinical outcomes and camparing this ta blood
concertrations. |f you hawve any questions or gueres, please do not hesitate to contact us onthe numbers

provided below.

[Tyou have any gquestions, please call Dr Angela Chiew (principal investiogatar) on 0412575580
IF THIS FAILS please callthe ASP gudy line on 180067E944.
Please fax completed forms to {02y 80160860
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Appendix 13: MEtformin TOXicity study (METOX): “ATOM: METOX Protocol Master Version
1: 21st June 2016” page 64 — 68

nsert hosprtal | AUstralian TOxicology Monitoring (ATOM) Study
logo MEtformin TOxicity study (METOX)
Procedure

AIMS: to investigate the pharmacokinetics and dynamics of Metformin in acute and chronic toxicity

INCLUSION:
1. Any patient presenting with an acute Metformin ingestion (accidental or intentional)

EXCLUSION: Age <14 years

WHAT IS INVOLVED: This study involves a structured audit of the outcomes of standard management including,
clinical observation (heart rate, blood pressure, Glasgow coma score), taking blood samples, taking urine samples (or
effluent samples if undergoing renal replacement therapy) and documenting clinical symptoms.

Collection of blood samples for blood gas (arterial or venous), lactate, blood sugar levels (85L), and EUC should be
collected on admission, Zh, 6h, 12h, 18h, 24h. Patients NOT admitted to ICU or HDU would then have twice daily
blood sample collection for these specified tests, or more frequently if clinically indicated. Patients admitted to ICU
or HDU would have 6h blood sample collection for blood gas, metformin level, and blood sugar level, and 12h blood
sample collection for EUC, or more frequently if required. An additional serum sample tube [S5T) will also be
collected at EACH of these times as the “research sample” for evaluation of Metformin drug levels. Collection of
urine samples for metformin levels should ideally be collected at Oh, 12h, 24h then twice daily at time of blood
collection. Patients on renal replacement therapy will have additional circuit blood and effluent samples taken for
measurement of Metformin and lactate levels.

METHOD:

STEP 1: Cbtain consent from the patient. Please ask them to sign page 4 of the “Subject Information and Consent
form” and then please fax this page to: (02} 80160868 (or email to kyliepmcardle@gmail.com)

STEP 2: Complete the patient data sheet 1 and please fax completed form to (02) 80160868 or email to above
address

STEP 3: For this study extra blood and urine samples will be required to be collected. Consider inserting an extra
cannula to collect blood samples to avoid repeated venipuncture. Research blood samples are to be
collectzd in a serum tube. Note on all request forms “METOX" — research samples. Please send the
“Laboratory Protocol” to your pathology laboratory with the first research serum sample collected.

STEP 4: Research urine samples are to be collected in urine specimen containers. Note on all reguest forms
“METOX" research samples.

STEP 5: Complete the patient data sheet 2 for the first 24hrs of clinical observation and patient sampling.

STEP 6: If patient requires renal replacement therapy the investigators will provide you with additional protocol
and patient data sheets. (Please call investigators on number below)

STEP &: All completed data sheets to be faxed or emailed to the above contacts on patient discharge.

If you have any guestions please call Dr Kylie Mcardle (principal investigator) on 0425256578. IF THIS FAILS please
call the ASP study line on 1800676944, Please fax ALL forms to (02) 80160868 or email to kyliepmcardle@gmail.com

I
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AUSTRALIAM TOXIOOLOGICAL BMONITORING (ATOM) STUDY: MEtformin TONicity study [METOX)

PATIENT DATA SHEET #1 — INGESTION INFORMATION

FATIENT STICKER:

DATE AND TIME PREESENTED T ED:

CONSENT OBTAINED: YES [ MO
WEIGHT [KG): CHARCD AL GIVEN: YES NO
HEMSHT |OM): TIME AND DeD5E:

CURRENT MEDICATIONS:

PAST MEDICAL HISTORY:

ACUTE INGESTION: Yez J/ HNo

EXTEMDED RELEASE PREEFARATION: Yes [ Mo
MOSE TAKEN:

TIME OF INGESTION:

CERTAIN OF DOSE INGESTED (Circle]: Yes /Mo
OOMBEINATION MEDICATIOM: Yez /' Mo

OWHN MEDICATION: Yes [ Mo

THERAPEUTIC USE:  Yes [ No

INDICATION: Diabetes /Polycystic Ovarian Syndrome/Criher

EXTENDED RELEASE PREFARATION:
DOSE METFORMIN TAKEN DAILY:
FREQWEN CY OF DDEING:

BASELINE CREATIMIME [if kneowm]:

ves f o

ODINGESTION OR CONCOURRENT JDRUG

AMOUNT: TIME INGESTED:

SYMPTOMSE ON PRESENTATION: |FLEASE CIRLLE]

GIT: Mauses / Vomiting / Abdominad pain

OTHER:

CW5: Mypotension f Tachycardia f Cardisc Arrest [/ Other:

Metsbadic: Acidosis [pH <7.33] f Hyperisctatesmia |Lactste »2mmaliL) / Hypoglyossmia |BSL «3. 3mmiolfL)

ON5: Decreased level of consciousness’ Confusion [ Delirivm f Agitation

If you hawe mny questions pleass call Dr Kylie McArdie [principal investigator] on 0425256578, IF THIS FAILS pleass
call the A5 study line on LE00ET7E54L. Plaass fax ALL fiorms to [02) 80160868 or email to kyliepmicardie @gmail.oom

ATOM: METCN Frobooo] Master Wersion - 1% luns 216
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AUSTRALIAN TOXICOLOGICAL MONITORING [ATOM) STUDY: MEtformin TOXicty study (METOX]) [ inzert

nospital

PATIENT DATA SHEET #2 — SCHEDULE OF BLOOD AND URIME SAMPLES | wog

PATIENT STICKER Plexse mote confirmation of blood and urine sampling
on the table below together with basic clinical

parameters ak the time of sampling.
L ot reguined arpoertety i revonded’ an poct of oo pas

BLOOD SAMPLING PROCEDUREE AND TIMES

Pleas= undertake the following blood tests at the spedfied times to be completed 2t the admitting hospital. Flease

coliect an additicnal Smi into a serum ssmple tube [S5T] for the “Resesrch sample” and rote on the request form

“METOX research sample”. Plzase send the sttsched Laboratory protocel with the sample and reguest fiorm.

= @h, 2h, Eh, 12h, 24h [or more frequenthy it dinically indicated): Biood gas (incuding Lactate], B5L°, Res=arch
Samiphe |METOX Study], EUC

=  After 24h and MOT admitied to HDUSICU: twice daily EUC, blood gas (induding lactate], ESL®, Ressarch Sample
IMETON study]

=  After 24hr and admitted to HDWACU:ER EUC, blood gas [incl lactate], B5SL, Research sample (METOY study)

= | onrenal replacement therapy sddithonal serum samoles will be required: ses dats shest 24

UEINE SAMPLING PROCEDURE AND TIMES

Please cofiect urine samiple fior reseanch purposes at the following times. Research samples to be collected are Smis
urine into & urine specimen container, and note on the request form “METOX research semple”.

= Oh, 1Zh, 34h

=  After 24h and ROT admitted to HOUWIOU: twice daily if possible

= After 24h and admitted to HOUSICU : Sh corresponding with blood sampling times it possible

= i on renal replacemenit therapy additional effluent samiples will be required: see datn sheet 84

Time |write Bloid Urime HR EF Awaie Abdominal Other Comments [

sctual times] | Sampie | Sample or GCS symptoms Treatments

ATOM: METDN Proboo] Mester sersion 1- 24° june M6 Fage3.0f 3
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Australian TOxicology Monitoring (ATOM) Study
MEtformin TOXicity study (METOX)
Laboratory Protocol

Please send this information sheet to your pathology laboratory with the first serum

research sample collected,
1. Serum
Sl N plen of asnim-
separaior (32T ) ube Liabadl maich tubd with samphs typss {" S )
patiant |2, data & times of colleotian.
I Eesp samples fram sach collscion lims
= separats Ina singhe spacimsa bag, along
zg'ﬁf':_'l!&r.l II.E'""::" 1 A-aml abgusts of viith & pogry of thee oorresponding request
L ey FaidEn (i 2L Putim
P TRES 15 TS k] cap crooiubes it

araiimsle

Fredzn A% 00 &5 posube and fransport in dry o8 | or ot saiabie frozen rars pon | i -B0reC
alorags, HOTE: pleass reaze all avallabls (parlier] l#f-over samples, #ven @ they' have Bsen
kel wnfragsn far severnsl days, roting the date ard tme of freaging on the reguest leems,

2. Left ower serumy plasma from sarlier time points

The mast important samples are the first ones taken, when the patient and doctor may not be aware of the
study. Even if these samples have not been processed scoording to the procedures above, we can obtain
impartant information from them. Therefore, please ensure that samphes from this patient are not discarded
without first discussing with a study coordinator [contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of 31l results [biochemistry, haematology and coagulation).
Please either fax to [02) BO160B6S

Post toc Dr Kylie Mcirdle
Department of Cliniczl Toxicology and Pharmacology
Calvary Mater Hospital Mewcastle
Locker Mail Bag 7
Hunter Region Male Centre N5W 2310

If you hawe any questions please call Dr Kylie McArdle (principal investigator) on 0425256578
IF THIS FAILS please il the A5P study line on 1500676944,
Fax number for sending laboratory results: (02) B0160868

ATOM: METON Frotoco] Master Yersion 10 21° Jun= 2016 Pagedof 3
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Australian TOxicology Monitoring (ATOM) Study
MEtformin TOXicity study (METOX)
Laboratory Protocol

4. Sample Transport

Samales should be sent in & single batch on patient discharge.

Please Iabel these sampiles as:

“MEtformin TOXicty study [METOX): Study Hold for Dr Ishister or Dr Goce Dimeski (QLD)"

Thezse samphes are to b= sent to:

MESW: QLD:
For Dr Geoff Ishister For Dr Goce Dimeski
Specimen Reception, Chief Sdentist

Hunter Ares Pathology Service, lohn
Hunter Hospital,
Lockout Road, New Lambton Heights,

oo Chemical Pathology
Princess Alexandra Hospital

Woolloongabba
MEW 2305 QLD 2102
L]
PLACE IMMEDIATELY IN -80 *PLACE IMMEDIATELY IN -80 FREEZER®
FREEZER*

Bmckgrownd information about this study:

The zim of this study is to investigzte the pharmaookinetic and pharmacodynamics of Metformin in acute
and chronic toxicity. If you have any questions or gueries please do not hesitate to contact us on the
numbers provided below.

If you hawve any questions please call Dr Eylie McArdle [prindpal investigator) on M25256578.
IF THIZ FAILS please call the ASP study line on 1500676944,
Fax number for sending Isboratory results: (02) BO16086E

L]
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Appendix 14: MEtformin TOXicity study (METOX): “ METOX Supplementary Protocol Master
Version 1: 21st June 2016” page 69 - 71

SUPPLEMEMNTAL PATIENT DATA SHEET: CONTINUDOUS REMAL
REPLACEMENT THERAPY [CRRT]

AUSTRALIAN TOXIDOLOGICAL MOMITORING [ATOR) STUDY: MEtformin TOXioty study (METOX)

Frwerd
g
g

PATIEMT STICKER:

DATE/TIME IHD COMMENCED:

PiRRT / CVWHD / CWHDF f SLED
Dther:

TYPFE OF RENAL REPLACEMENT THERAPY-

TYPE OF FILTER:

TIME STOPPED:

TIME RECOMMEMNCED:

INTERUPTIONS TO HAEQDIALYSIS: YES / NO

REASDON FOR INTERUPTHIN:

ANTICOAGULATION USED: VASCATH:
Heparin § Citrate / Other: Site: Gauge: Length:
BLOOD SAMPLES TO COLLECT:

Blood ssmples: Pleass oolizct 3milin serum sample tubs and mark pathology form with “Resesrch sample: METO X"

Bred the source of the sample PRE-srterial or POST-venous filter

Effluent sample: please collect in urine specimen container 2t least 3mL and mark pathology form with “Besearch

sample: METOX™ amd the sowurce of the sample IIHI:I E‘I'I'Iut-nl:]

Time Samiple Type Time Blaod flow Dialysate flow | UF rate
collected rate IHD rate
Time = 0h | PRE-filter (srterisl Emb)
POST-filter fwencus imb])
3 hours PRE-filter
POST- filter
6 hours PRE-filter
POST-filter
10 howrs | PRE-filter
POST-filter
14 howrs | PRE-filter
POST-filter
1B hours | PRE-filter
POST-filter

CONTIMUE MEXT PAGE: DIALYS]S EFFLUENT and URINE SAMPLES

If you hawe any questions pleass call Dr Kylie Mcardie [principal investigator] on 0425256578, IF THIS FAILS pleass
call the ASP studly line on LEDOSTESEL. Please fax ALL forms to [02) 20160868 or email to kyliepmcardie@gmail.com

ATOR: METTN, Supplarmeantany Protocol Master Yersion 1: 217 lune 2046
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DIALYS1S EFFLUENT SAMPLES
Effluent sample: please collect i urine specimen contsiner at least 3ml and mark pathalogy form with “Research

sample: METOX" ang the source of the sample (IHD Effluent)

Please collect a sample from eadh effluent bag. Once effluent bag full, please note volume and collect a

samiple.

Time: Start

Finizh:

Volume of affluent

Sample collected:

1IN

URIME SAMPLES:
Urine samples: please collect in urine specmen container at least 3ml and mark pathology form with “Research
Zample; BETOR™

Measure urine wolume swery hour and every second hour obtain & Sml sample for drug levels if possible

Time: Start

Finizh:

Volume of

urine

Sample
collected: ¥/M

Time: Startc

Finizh:

Veolume of

urine

Sample
caollect=d: Y/H

If you hawe any questions please call Or Kylie McArdie [orincipal investigator] on 0425256578, IF THIS FAILS pleass
call the ASP study line on 1300676544, Pleass fax ALL forms to [02) 20160868 or email to kylispmcardie@gmail.com

ATOM: METOE, Supplermeentany Frotocol Mester Yersion 1: 24 June 2046

AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM) STUDY: MEtformin TOXicty study (METOX]) —

e
SUPPLEMENTAL PATIENT DATA SHEET: CONTINUOUS REMAL ::;:u
REPLACEMENT THERAPY [CRRT]
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AUSTRALIAN TOXICOLOGICAL MOMNITORING (ATOM) STUDY: MEtformin TOXicity study (METOX) —

SUPPLEMENTAL PATIENT DATA SHEET: INTERMITTANT HAEMODIALYSIS

To be completed by nurse or doctor collecting samples

PATIENT STICKER:

DATE/TIME IHD COMMENCED:

TYPE OF HAEMODIALYSIS: HD / HF / HP

TYPE OF FILTER:

TIME RECOMMENCED-

INTERUPTIONS TO HAEODIALYSIS: YES / NO
TIME STOPPED:

REASON FOR INTERUPTION:

BLOOD AND EFFLUENT SAMPLES TO COLLECT:

Blood samples: Flease coliect Imi in serum samgle tube and mark pathology form with “Research sampie: METOX"
and the source of the zampile (PRE or POST fister]
Effluent sample: piease collect in urine specimen container at least ImL and mark pathology form with “Research
sample: METOX" and the source of the sample (IHD Effluent)

Time Sample Type Time Blood flow | Dialysate flow
collected rate IHD rate
Time = 0h | PRE-filter [arterial limb)
POST-filter (wenous
limb)
1 hour Effluent sample
Zhours PRE-filter
POST- filter
3 hours Effluent sample
4 hours PRE-filter
POST-filter
5 hours Effluent sample

URINE SAMPLES FOR COLLECTION:

Measure urine volume every hour and every second hour obtain @ SmL sample for drug levels [shaded) if possible.

Time: Start

Finish:

Volume of urine

Y/N

Sample collected:

I you hawe any questions please call Dr Kylie McArdie |principal investigator] on 0425256578. IF THIS FAILS pleass
call the ASP stucy line on 1300676544, Fleass fax ALL forms to (02) 80160868 or email to kyliepmcardie @gmail.com

ATOM: METOX Supplementary Protocol Master Version 1- 21 June 2016
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Appendix 15: ATOM: SODA Protocol: CHW Version 1: 10™ March 2017 page 72 - 75

Please Australian TOxicology Monitoring (ATOM) Study
insert

hospital S0Dium Channel Blockers & BicArbonate (SODA)

AIMS: To investigate the effect of sodium bicarbonate as an antidote in sodium channel blocker poisoning. This will
include any drug overdose that shows evidence of cardiac sodium channel blockade on the ECG where the patient
receives sodium bicarbonate as part of their management. We will aim to determine the effectiveness, dose and
format (bolus versus infusion) of sodium bicarbonate in shortening the QRS, managing cardiac arrhythmias and
improving haemodynamic status. This study will allow us to better understand the use of sodium bicarbonate in
treating severe sodium channel blockade in overdose.

INCLUSION:

1/ Any patient who has taken an intentional overdose of 2 sodium channel blocker and has evidence of sodium

channel blockade on the ECG (ie QRS > 110 ms) and receives sodium bicarbonate as part of their management
2/ Any patient who has taken an accidental overdose of a sedium channel blocker and has evidence of sodium
channel blockade on the ECG (ie QRS > 110 ms) and receives sodium bicarbonate as part of their management

EXCLUSION: Age < 14 year

WHAT IS INVOLVED

A retrospective and prospective study will be undertzken of patients who are have taken a sodium channel blocker
overdose.

This study invelves using serum already collected & obtaining additional serum samples, while the patient is in
hospital. In particular drug levels prior to sodium bicarbonzte and after will be measured. Patients” or their relative
will be informed that extra blood samples will be taken. At the most we will collect 4 extra blocd samples per 24
hours. The majority of these samples will be taken with the patient’s routine bloods. Hence there are minimal risks
from this study, only that of collecting an extra blood sample. The patients will be de-identified. Samples are
tested for drug levels (therefore the drugs taken must be known). Once the study is completed the samples are
destroyed.

METHOD:

STEP 1 - Obtain consent from the patient. Please ask them to sign page 4 of the "Subject Information & Consent
form™ & then please fax this page to: (02) 8016 0860.

STEP 2 - Complete the patient data form & please fax the completed form to (02) 8016 0860

STEP 3 - Research samples are to be collected in a serum tube. Mote on all reguest forms

“ATOM: S0DA” — research sample. Please send the “Laboratory Protocol” to your pathology laboratory  with

the first research serum sample collected.

ECG & BLOOD SAMPLE TIMES:

Reszearch samples to be collected are 5mlL serum samples [S5T)

ECG should be done on admission & after each bolus of sodium bicarbonate and if any change in clinical status
Blood collection: Please collect as many of the samples below as possible:

1/ On admission (pre sodium bicarbonate)
2/ Immediately post bicarbonate bolus

3/ 1 hr post sodium bicarbonate bolus

4/ dhr post bicarbonate bolus

5/ As dlinically indicated

If there are any questions please call Dr Therese Becker on 0400 338 786
Please fax all forms to (02) 80160860

D ————————— i~ ——————————————————————————————————————————————
ATOM: S0DA Protocel: CHW Version 1: 10™ March 2017 Page 1l of4
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naw @

AUSTRALIAN TOXICOLOGICAL MONITORING (ATOM) STUDY p O1SOT11S oo
the children’s hospital s westmea:

Patient Data Sheet #1 —

SODium Channel Blockers & BicArbonate Study (SODA)

PATIENT STICKER: DATE AND TIME PRESENTED TO ED:

MRN

poB COMNSENT OBTAINED: YES NO
HOSPITAL

WEIGHT (KG): Drugfs ingested and Dose:

HEIGHT (CM):

REGULAR MEDICATIONS: PAST MEDICAL HISTORY:

SYMPTOMS ON PRESENTATION: (PLEASE CIRCLE) PLEASE INCLUDE A COPY OF ECG WHEN FAXING DATA FORM.
CVS: Cardiac rhythm: Sinus / Junctional / Complete heart block
GCS: HR: BP: pH: Lactate: Cr:

CMS: Confusion / Delirium / Coma / seizure

Others: Renal failure / hepatitis / dyspno=a

Treatment: (please circle) SODIUM BICARBONATE: BOLUS: YES/NO

Number of doses and timing:

INFUSION: YES / NO Date & Duration:

INTUBATION & VENTILATION: YES / NO
Ventilator Settings:
Mode: RR: ™ Pressure support

CHARCOAL: YES / NO, NUMBER OF DOSES and timing (50 G):

INOTROPES: adrenaline / Noradrenaline / Metaraminol /Vasopressin / HIET (doses)

r
ATOM: 50DA Protocol: CHW Version 1: 10™ March 2017 Page 2 of 4
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Australian TOxicology Monitoring (ATOM) Study: SODA Study

Laboratory Protocol

Please send this information sheet to your pathology laboratory with the first serum research

sample collected.

1. Serum

Elood in plain or semum-
separator (S5T) tube Label ach tube with sample type ("Ser").
patient 1D, date & time of collection

Keep samples from sach collection time
separate in a single specimen bag, along
with a gopy of the corresponding reguest

2000g for 10 min )
{H00-2000 rpm in 1.6-2rrL aliguaots of
a standard banch serum {in 2mbL scraw
top cantrifuga) cap cryotubes if

j /' available) *

Fresze as soon as possible and transport in dry ice (or other suifable frozan transport) to -80°C
storage. MOTE: please freaze all available (2arlier) left-over samples. even if they have been
left unfrozen for several days, noting the date and time of freezing on the request forms.

2. Left over serum/ plasma from earlier time points

The most important samples are the first ones taken, when the patient & doctor may not be aware of the study. Even
if these samples have not been processed according to the procedures above, we can obtain important information
from them. Therefore, please ensure that samples from this patient are not discarded without first discussing with a
study coordinator (contact details at the bottom of this page).

3. Results from your lab

If time permits we would appreciate copies of all results (biochemistry, haematology & cosgulation).
Please either fax to (02) 80160860

OR -

Post to: Dr Therese Becker
Emergency Depariment
Prince of Wales Hospital
Barker Strest
RAMNDWICK 2031

If you have any questions please call Dr Therese Becker 0400 338 786.
IF THIS FAILS please call the ASP study line on 1800676544
Fax number for sending laboratory results: (02) 80160860

- |
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Australian TOxicology Monitoring (ATOM) Study
SODA Project
Laboratory Protocol

4, Sample Transport

Samples should be sent in & single batch on patient discharge.

Please lzbel these samples as:

“SODA ATOM STUDY: Study Hold for Dr Isbister (NSW) or Dr Goce Dimeski (QLD)”

These samples are to be sent to-

FOR NSW SAMPLES FOR QLD SAMPLES

For Dr Geoff Ishister For Dr Goce Dimeski
Chief Scientist

Specimen Reception, ¢/o Chemical Pathology

Hunter Area Pathology Service, John Princess Alexandra Hospital

Hunter Hospital, Woolloongabba

Lookout Road, New Lambton Heights, QLD 4102

NSW 2305 *PLACE IMMEDIATELY IN -80

*PLACE IMMEDIATELY IN -80 FREEZER*

FREEZER*

Background information about this study:

» The Sodium channel blockers and bicarbonate study (S0DA) aims to identify patients who have taken a
sodium channel blocker overdose and have been treated with scdium bicarbonate.
+ We would like to determine the effectiveness, dose and format (bolus versus infusion) of sodium bicarbonate
in terms of shortening QRS prolongation, managing cardiac arrhythmia or improve haemodynamic status.
* A prospective and retrospective study will be undertaken of patients who are have taken a sodium channel
blocker overdose.
o The following data will be collected
o Initial ECG, observations, blood gas
o Doses and timing of sodium bicarbonate given
o Other interventions : eg intubation and ventilation (including ventilator settings), dialysis, other
antidotes, charcoal
o Subsequent ECG's, observations, blood gases and EUC post sodium bicarbonate
o Serum drug levels where appropriate

If you have any questions please call Dr Therese Becker 0400 338 786.
IF THIS FAILS pleasa call the ASP study line on 1800676544,
Fax number for sending laboratory results: (02) 80160860

eSS
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