
 

1 
 

 

Supplementary Submission to the Senate Inquiry ‘Investigation into the 

use of the quinoline antimalarial drugs mefloquine and tafenoquine in 

the Australian Defence Force.’ 

 

Associate Professor Jane C. Quinn 

Major Stuart McCarthy (Rtd)  

The Australian Quinoline Veterans and Families Association 

 

 

Please accept this supplementary submission in response to questions posed by the 
Committee at the Senate Inquiry hearings in Brisbane on 30 August 2018. 

 
Questions were asked of one witness to the Inquiry with regard to documents relating 

to the protocols of the studies undertaken in East Timor by the ADF Army Malaria 

Institute for which many ADF members were trial participants. Although the witness 

questioned did not appear to be willing to offer a direct answer to the Senators 

questions, it is likely that these protocols are held by the AMI as part of their clinical 

trial records. In addition to this potential source of the information requested, an FOI 

request undertaken by the QVFA included information that could address the 

question posed by the Senators. This information is discussed in this supplementary 

submission. 

In this regard, please find attached the minutes and ethics protocols (Annexes 1 & 2) 

sourced as part of this FOI that include various documents submitted to the 

Australian Defence Human Research Ethics Committee (ADHREC) in regard to the 

human research ethics application for the trial entitlesd Protocol 249/01 – 

Evaluation safety and adverse effects of mefloquine in the prophylaxis of 

malaria in non-immune Australia soldiers. This protocol related to the mefloquine / 

doxycycline trial undertaken by the ADF Army Malarial Institute in East Timor in 

2001-2002 in which 1,157 RAR soldiers were given mefloquine as the trial drug. 

This submission will consider various information provided in the human research 

ethics application for Protocol 249/01. This trial compared safety and efficacy of two 

antimalarial prophylaxis regimens – daily treatment with doxycycline (the ADF first-
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line antimalarial) and mefloquine which was at that time the second choice 

antimalarial for deployed troops. 

Information within these documents, as well as articulating the rationale and 

procedures of the trial, also raise a number of important issues: 

1. The rationale for the study 249/01 has been repeatedly misrepresented

by the ADF.

In Section 2 of Annexe 1 (p13). ‘Justification for Investigation’, the investigators state 

that ‘There is clear evidence of non-compliance and adverse events related to 

MQ (mefloquine) in smaller studies, however, no larger studies conduction on 

Australian soldiers or under field conditions define the adverse event profile.’ 

ADF has suggested, on multiple occasions, that this study was carried due to the 

need to find an alternative antimalarial drug to doxycycline with a better, weekly, 

dosing regimen to improve compliance. This is clearly not the rationale that was 

presented to ADHREC as the reason for carrying out this study, which was to 
determine a previously identified adverse event profile in deployed Australian 

soldiers.   

In addition, the text presented for justification in the multiple iterations of the 

ADHREC protocol contained in Annexe 1 change over time. The justification appears 

to be slightly different in each iteration of the protocol presented to ADHREC for 

approval without this ever being noted by the Committee. 

This is further confirmed in the ‘Objectives’ for this trial identified in Section 3 

(Annexe 1, p13), that are clearly stated as ‘The objective of this study is to define 

the adverse events of mefloquine and compare them to doxycycline. A 

secondary objective is comparing the effectiveness of these medications.’ 

This document clearly states that determine the rate and range of adverse events 

was the primary motivation for carrying out this trial. This is a highly inappropriate 

use of troops deployed under peace-keeping or war-like conditions. 
2. Identification of those soldiers who were not given mefloquine but

remained on doxycycline – not a group that declined to participate but

one that was never included.

The Senators asked several witnesses questions about the 400 individuals who had 

not been part of the mefloquine trial but had ‘chosen’ to remain on doxycycline, 

inferring that these individuals had ‘consented’ not to be included in the trial cohort.  

This document identifies that (Annexe 1, page 15, Section 5 – Study population) that 

the trial cohort would include ‘Core elements of the forward elements of the core 

battle groups deploying to East Timor under Operation Tanagar’…… The core 

elements of the Battalion group include Rifle Company and attachments.’ 

What is clearly noted is that ‘Headquarter elements, Administration Company and 

Support Company groups with other Battallion group attachments will remain on 

chemoprophylaxis on in accordance with HPD215* and will monitored with existing 

surveillance systems’. 
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*HPD215 equals 100mg doxycycline daily. This detail is included in version 1.5 of the

study design, Section 4, Annexe 1 p39).

It is therefore highly likely that this is the 400 individuals who remained on 

doxycycline and were not included in the trials, and that these individuals were not 

people who had declined to participate but simply a group that had never been 

included in the study cohort. 

3. The exclusion criteria for study 249/01 did not include people with pre-

existing mental health disorders.

In Annexe 1, Section 5b, page 14, identifies those criteria requiring exclusion from 

the trial.  

These are stated as: 

i) They are pregnanct, or are unwilling or unable to comply with recognised

contraception methods for 30 days after administration of the study drugs;

ii) They have a known hypersensitivity to any component of the study drugs;

iii) They are unwilling / unable to give blood collections as required within the

study;

iv) They are taking any other investigation drug, during or within, 30 days of

taking the study drugs for this study.

No mention is made of screening for pre-existing mental health conditions, or 

indeed, any health condition prior to entry to the trial. 

The only reference to a prior history of neuropsychiatric disorders is presented in the 

participant consent form under ‘Precautions’ (see Annexe 1, p22, Protocol V1.6 as an 

example). In this case, the precautions state:  

‘If you have had any anxiety attacks or depression in the past you may not be able to 

use mefloquine.’  (Annexe 1, p22, lines 3-4).  

The precautions only suggest discussing an adverse reaction, or possible pregnancy 

with the study medical officer, not a history or past neuropsychiatric disease. 

4. Benefits for the individual were misrepresented.

In Annexe 1, Section 9 (page 15) identifies the benefits to the individual as ‘is 

convenience in that MQ is a weekly medication and DX (doxycycline) is a daily, in 

addition to potentially fewer adverse events associated with DX…’ 

This is a spurious statement given that the neuropsychiatric side effect profile of 

mefloquine was already well known and the likelihood that this would be a reduced 

rate of adverse events was unknown, and was clearly an outcome of the study not a 

pre-determined fact. 
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5. Adverse events were not fully investigated or recorded, despite this

being part of the trial protocol.

In Annexe 1, Section 14, page 18 - Personnel Responsibilities, the study protocol 

indicates that ‘The principle investigator and co-investigator shall…….. c) investigate 

all adverse events’. 

Given that the study team was not co-located to all individuals who had been given 

the trial drugs, in fact, witness reports to this inquiry suggest that there was the 

barest oversight of the majority of troops in the study, it would be simply 

impossible for this study requirement to be followed in practice. 

Minutes from the ADHREC meeting on 26 February (undated presumably 2001, see 

Annexe 2, page 2 section b) also clearly identify that the full side effect profile had 

not been clearly communicated to the Institutional Ethics Committee. This caused 

some consternation and additional information was requested to be inserted into the 

consent form for the trial to address this shortfall in participant information. 

In addition, the Committee made the recommendation that the study title be 

amended to identify that the study was examining ‘safety’ as a clear part of the 

protocol (Annexe 2, p3, Decision b.). They also indicated that 6 doses of mefloquine 

should be administered prior to deployment, this would be the three loading doses 

plus 3 weekly doses. It is unclear if this requirement was followed in all individuals 

enrolled in the study. 

6. Coercion was likely and therefore informed consent was not given in the

majority of cases.

Section 20 Volunteer Consent on page 19 of Annexe 1, the documents states 

‘Volunteers will be recruited using non-coercive means.’  

Multiple, independent witness reports, given both during and prior to this Inquiry have 

indicated that troops were coerced to participate by the threat of non-deployment.  

This must no longer be suggested to be a disputed fact but the truth of their 

experience. Serving ADF members, as vulnerable subjects, were coerced to 

participate in this trial and therefore their participation was not truly 

consensual. 

7. Follow-up procedures were only loosely followed and determination of the

endpoint of adverse health events was not determined by necessary clinical

surveillance.

Very little information is included in this ADHREC submission regarding follow-up of 

individuals within the trials. 

The study protocol states: 

‘Investigators should follow-up subjects with adverse experiences until the event has 

subsided (disappeared) or until the condition has stabilised. Reports relative to the 

subject’s subsequent course must be submitted to the clinical study monitor.’ 
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(Annexe 1, p24, last paragraph) 

This inadequate description certainly allowed for lack of clear adverse event 

monitoring in the study cohort, and subject who were excluded from the trial due to 

adverse events, or removed from the Area of Operations after moderate to severe 

adverse events appear to have experienced little or no follow-up from the study team 

at all. 

8. Soldiers were recruited into the trial prior to approval of the full,

amended protocol by ADHREC.

There are some inconsistencies in the timeline for ADHREC approval of the Protocol. 

Multiple versions of the trial protocol were submitted for review by the committee. A 

letter dated 26 April 2001 (Annexe 1, p32) from the Committee to the Primary 

Investigator, the Committee states that certain amendments to the protocol were 

considered and reviewed by the Committee at a meeting on the 30th March, and that 

the Committee had now approved this protocol and that the Investigator cleared to 

proceed with the protocol with these amendments in place.  

However, the Primary Investigator had written letter to the Committee with a dated 30

March 2001 (Annexe 1 p33) stating that 600 participants had already been recruited 

and begun a loading dose of mefloquine. Of these 600, 5% had already been 

withdrawn from the trial due to adverse reactions to the study medications (see 

Minutes, Annexe 1, p3, point 1 and 2) and had been moved to mefloquine, and one 

soldier who was given malarone. Approval of the original protocol was accepted in 

January 2001. It is therefore possible that those individuals recruited into the 

trials had received incomplete participation information, and therefore their 

ability to give fully informed consent will have been compromised. 

What is also an interesting statement in this letter is that ‘requests to continue the 

trial had been received from 2RAR. This suggests that recruitment outside the 

original cohorts was being considered and that therefore the risks presenting to 

operational effectiveness were, or possibly were not, being communicated across the 

chain of command. It would be interesting to know exactly what information was 

being communicated to the Commanding Officers of each RAR Battalion regarding 

the adverse event profile of mefloquine and any potential effects this might have on 

ground operations for these troops. The sample size was increased to take these 

incoming Battalions into account with a modification requested to increase the 

sample size, from an original sample size of 800 to 1500 troops. 

In conclusion 

The information provided in these documents indicate that: 

• The rationale and justification of trial Protocol 240/01 was to determine the 
adverse event profile of mefloquine in Australian soldiers, with efficacy as a 
secondary concern;

• Troops were recruited into the trial prior to the final participation documents 
being finalised, and therefore without fully informed consent; 

Use of the Quinoline anti-malarial drugs Mefloquine and Tafenoquine in the Australian Defence Force
Submission 16 - Supplementary Submission 3



 

6 
 

 The procedures for adverse event reporting appear not to have been followed 

according to the study documentation; 

 Follow-up of troops given the study drugs and suffering adverse reactions or 

being withdrawn from the trial was not adequately undertaken, and 

particularly not in those individuals returned to country after major medical 

events. 

The evidence presented in these ADHREC documents clearly identifies that the full 

adverse event profile of mefloquine was not disclosed to the Committee prior to the 

start of the trials (Annexe 2, p2-3), and that consent documents needed to be 

amended to include additional information about the known neuropsychiatric adverse 

event profile. Why this critical information had been originally excluded from the 

ADHREC application, and to what extent those in the Chain of Command of troops 

participating in these trials were informed of the full potential risk to operations, are 

important questions that should be raised to the appropriate individuals as part of this 

Senate Inquiry. 
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ANNEXE 1 

Protocols and amendments of Protocol 240/01 Evaluation safety and adverse 

effects of mefloquine in the prophylaxis of malaria in non-immune Australia 

soldiers. 
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ANNEXE 2 

Minutes from ADHREC meetings related to Protocol 240/01 Evaluation safety 

and adverse effects of mefloquine in the prophylaxis of malaria in non-immune 

Australia soldiers. 
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