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Study title: 
TNT 1: A randomised controlled trial to determine the optimal management of 

patients with HIV infection for whom first and second-line highly active 
antiretroviral therapy has failed: 

 
“OPTIMA”  

(Options in Management with Antiretrovirals) 
 

 
 
 
Part A. Patient Information  
(Dated 01 September 2005. Use with final protocol version 2.1 dated 01 September 2005)  
                    
You are being invited to take part in a research study. Before you decide it is important for you to 
understand why the research is being done and what it will involve. Please take time to read the 
following information carefully and discuss it with others if you wish. Ask us if there is anything that is 
not clear or if you would like more information. Take time to decide whether or not you wish to take 
part. Thank you for reading this. 
 
What is the purpose of the study? 
The overall purpose of the main OPTIMA study is to find the best way of treating HIV 
infection after several of the most effective drug combinations have failed. The study will 
compare the risks and benefits of treatment using HIV drugs that are currently available, in 
the following two new ways:  
 
• Having a drug-free period 

We will test whether having a drug-free period, where you stop taking all HIV drugs for a 
period of three months, will improve your body’s response to the drugs when you start taking 
them again. We will compare this approach to starting a new combination of drugs straight 
away.  

 
• Increasing the number of drugs 

We will test whether increasing the number of HIV drugs that you take to five or more will 
improve your body’s response to the drugs. We will compare this approach, called ’mega-ART’, 
to ‘standard-ART’ where you are treated with up to four HIV drugs. For both of these 
approaches, you and your doctor will choose which drugs you take. The decision will be guided 
by a resistance test that shows which drugs your HIV is sensitive to. It is the way drugs should 
be used that we are considering, not the effect of individual drugs being used. 

  
 



 
You can join this study in one of three ways: 
 
• Option 1  

As in the main OPTIMA study, you will be randomised (similar to tossing a coin or rolling a dice) 
to both parts of the study. You will have a drug-free period of three months, or no drug-free period 
and then receive either ’standard ART’ or ’mega-ART’ treatment.  

 
• Option 2 

You can choose whether or not to have a drug free period, and then be randomised for how 
many drugs you will take. 
 

• Option 3 
You can choose how many drugs you will take, and then be randomised to whether you will have a 
drug free period or not. 

  
For example, if you decide that you do not want to take ’mega-ART’ (more than 5 drugs) but don't 
mind whether or not your drugs are stopped for a short period, you could choose option 3. However, if 
you do not like the idea of stopping all of your drugs, you could go for option 2 and only enrol in the 
comparison of ’standard–ART’ against ’mega–ART’. Similarly, if you do like the idea of not taking your 
drugs for a short period or you have already stopped your drugs for a period, you could also go for 
option 2. 
  
We are offering options 2 and 3 to patients in the UK as a pilot study. The purpose of this pilot study is 
to see if offering these choices gives more patients the chance to take part in the study and helps us to 
find out the answers to the study questions sooner. If this study is successful, these options may 
become available to patients outside the UK and we will use information from this study to contribute 
to the final analysis of the study.  If it is not successful, the information we collect about patients will 
still be valuable to the trial investigators, for example, in planning future research. 
  
We will recruit people for the study over a period of six and a half years, and continue for one year 
after the last person has been recruited. 
  
Why have I been chosen? 
The study is being conducted in approximately 500 patients with HIV infection in the UK, Canada and 
the USA. You should be on combination HIV treatment now and have taken at least two different HIV 
drug combinations as part of your treatment including some from all three classes of HIV drugs. To 
join the study you need to have results from two recent blood tests showing a CD4 cell count less than 
300 with a viral load above 2,500 copies.  
 
Do I have to take part? 
It is up to you to decide whether or not to take part. If you do decide to take part you will be given this 
information sheet to keep and be asked to sign a consent form. Even if you decide to take part you are 
still free to withdraw at any time and without giving a reason. A decision to withdraw, or a decision not 
to take part, will not affect the standard of care you receive. 
 
What will happen if I take part? 
You will be involved in the study for between one and a half to six and a half years, depending on when 
you join. If you sign the consent form you will be screened for the study by having a medical check-up 
and by having blood tests for safety, to check your CD4 cell count and viral load (if not done within 30 
days) and for a resistance test. Some blood will also be frozen for storage. The resistance test will 
determine if your HIV is sensitive or resistant to available HIV drugs. In all, about 40ml (8 teaspoons) 
of blood will be collected. Women will also have a pregnancy test on a urine sample.  



 
When the screening results are available, you can enter the trial. In the main OPTIMA trial you will be 
randomised (allocated by computer) to one of four treatment groups and have an equal chance of 
being allocated to either one (Option 1). However if you do not want one or more of the treatment 
groups in Option 1, you can choose either Options 2 or 3.  
 
Option 1 the main OPTIMA trial; to be randomised to one of four groups.  
• An HIV drug free period of 3 months followed by an HIV treatment with up to 4 drugs (“standard 

ART”) 
• An HIV drug free period of 3 months followed by an HIV treatment with 5 or more drugs (“mega-

ART”) 
• Immediate start of an HIV treatment with up to 4 drugs (“standard ART”) 
• Immediate start of an HIV treatment with 5 or more drugs (“mega-ART”) 
 
Option 2 you and your doctor to choose to have a drug free period or not then you will be randomised 
to either standard treatment up to 4 drugs or mega-ART 5 or more drugs.  
 
Option 3 you and your doctor to choose either standard treatment or mega-ART then you will be 
randomised to either a drug free period before taking the new drug treatment or not. 
 
The results of the resistance test will be used to help your doctor to select the HIV drugs. He or she will 
select HIV drugs that are not likely to upset you. If you are allocated to or choose an HIV drug free 
period of 3 months at trial entry, you will not be told whether your HIV treatment will be with up to 4 
drugs (“standard ART”) or with 5 or more drugs (“mega-ART”) until the time when you re-start HIV 
treatment. Your doctor can select any HIV drug currently available, including unlicensed drugs which 
are only available in expanded access programmes or named patient schemes and investigational 
drugs. This is an open trial and you will know which HIV drugs you are taking. 
 
At trial entry, you will have a medical check-up and examination, be asked to complete a questionnaire 
about your current health and have blood tests in a fasting state - that is, after not having eaten for at 
least 8 hours. In all, about 60ml (12 teaspoons) of blood will be taken.  
 
If you choose or are allocated to have an HIV drug free period at trial entry, you will need to visit the 
clinic 6 and 12 weeks after trial entry. You will be scheduled to re-start HIV treatment at week 12 but 
this can be brought forward if your CD4 cell count falls too quickly from trial entry. After re-starting 
HIV drugs (with standard ART or mega-ART) you will need to visit the clinic after 2, 6 and 12 weeks, 
then every 12 weeks. At all visits you will be examined, be asked to complete a questionnaire about 
your current health and have blood tests in a fasting state. About 40ml (8 teaspoons) of blood will be 
taken each time. 
 
If you choose or are allocated to immediately start HIV treatment at trial entry, you will need to visit 
the clinic 2, 6 and 12 weeks after trial entry, then every 12 weeks. At all these visits you will be 
examined, be asked to complete a questionnaire about your current health and have blood tests in a 
fasting state. About 40ml (8 teaspoons) of blood will be taken at each time. 
 
Overall, the study visits are very similar in frequency and duration to those of standard care at your 
clinic. Your doctor may sometimes wish to see you more frequently for other reasons.  
 
What do I have to do? 
You will need to carefully follow the instructions for taking your HIV drugs. All HIV drugs need to be 
taken regularly. There may be dietary restrictions required for some drugs. You should not use other 
medications (those on prescription, over-the-counter or illegal) without telling your doctor. People 



with CD4 cell counts less than 200 are at risk of opportunistic infections and other HIV-related 
conditions so your doctor will follow the guidelines on prevention (prophylaxis) of these conditions.  
 
What is the drug or procedure that is being tested? 
No new HIV drugs are being tested. This is a study to determine if new ways of using the currently 
available HIV drugs could benefit people for whom several combinations of HIV drugs have failed.  
 
What are the alternatives for treatment? 
Other treatments for HIV treatment may be available at your clinic, including licensed and 
investigational drugs. Your doctor can discuss the advantages and disadvantages of alternative 
treatment with you. If you withdraw from the study or fail on the study treatment, your doctor will 
discuss possible alternative treatments with you.  
 
What are the side effects from treatment received when taking part? 
All the available HIV drugs that could be used in the study can cause side-effects and you may 
experience some of these. If you choose or are allocated to “mega-ART” (a combination of 5 or more 
HIV drugs) you may have more side effects than on “standard ART” (4 drugs or less). After you enter 
the trial, or re-start HIV drugs after the drug free period, it is likely that some of your HIV drugs will 
be different from the ones that you were taking previously and new side-effects could occur. Your 
doctor will discuss the details of these possible reactions as your treatment is decided. If you 
experience what could be a side effect, you should tell your clinic doctor at the next clinic visit. If you 
are worried you should contact the clinic immediately using the emergency number given. 
 
What are the possible disadvantages and risks of taking part? 
The study requires you to have blood tests. It may be necessary to insert a needle into your vein more 
than once if blood does not come out the first time. Blood tests may be painful and cause bruising at 
the place on your arm where the blood is taken.  
 
You will already have a relatively low CD4 cell count on entering this study and there is a risk that your 
HIV disease could progress. However, your doctor and the clinic staff will make every effort to find, 
prevent and treat any complications that happen. Your doctor will be following your progress closely 
and will explain any treatment options to you if it becomes necessary. 
 
There may be risks in changing from your current HIV combination even though it is failing. Your 
current combination might be partly protecting you from more rapid progression of your HIV disease. 
If you enter the trial, your doctor is likely to recommend a change in your HIV combination (guided by 
the resistance test) in the hope that further progression can be slowed or halted but it is not known 
whether this will occur. In addition, there is a risk that you could also develop resistance to the drugs 
you are changed to after you enter the study. 
 
If you choose or are allocated to an HIV drug free period, your CD4 cell count may fall and/or your 
viral load may rise more rapidly, or your HIV disease may deteriorate, and you could be advised to re-
start HIV drugs early. To help you and your doctor decide, the CD4 cell count and viral load will be 
done 6 weeks after you enter the trial and start the HIV drug free period. 
 
Three other trials that include an HIV drug free period have been completed since this study began but 
because of differences in the way the trials were designed and conducted, we do not know if similar 
outcomes can be expected from this study.  
The three completed trials have conflicting results: one showed better control of the HIV virus after a 
2-month HIV drug free period: one showed more illness and lower CD4 counts after a 4-month HIV 
drug free period: the third showed no harm but also no benefit from a 3-month HIV drug free period.  
None of these trials showed a trend towards more episodes of HIV-related illness during the HIV drug 
free period. 
 



If you choose or are allocated to “mega-ART” (a combination of 5 or more HIV drugs), you may be 
more likely to reach a lower viral load,. One study showed improved viral loads on mega-ART after a 2-
month treatment interruption, at least for a while. This may be short-lived if resistance develops or 
side-effects limit you taking some of the HIV drugs. 
 
If you choose or are allocated to “standard ART” (up to 4 drugs), you may be less likely to have a fall in 
your viral load. Your doctor will use the resistance test result to select the HIV drugs most likely to be 
effective. It is possible, but unproven, that HIV which is resistant to some HIV drugs is less able to 
multiply so that the treatment may be still partly beneficial. 
 
It is possible that HIV treatment given to a pregnant woman will harm the unborn child. Pregnant 
women, or women who plan to become pregnant, should not enter this study. A pregnancy test will be 
done on a urine sample at screening. Women who could become pregnant must use an effective 
contraceptive during the study. Any woman who finds that she has become pregnant while taking HIV 
drugs should immediately tell her clinic doctor. If a woman becomes pregnant or breastfeeds during 
the trial, her doctor will follow the advice of the manufacturer in determining whether particular drugs 
should be continued. 
 
 
 
What are the possible benefits of taking part? 
Changing your HIV drug combination based on the results of the resistance test at screening may lead 
to a better treatment response compared to before you entered the trial. Having an HIV drug free 
period may allow most of your HIV to become sensitive to HIV drugs again so that on re-starting HIV 
treatment you get a better response, such as a more sustained rise the CD4 cell count or fall in the viral 
load. “Mega-ART” may be more effective than “standard ART” if the drug combination contains more 
HIV drugs that are active against your HIV. However, none of these can be guaranteed. The 
information we get from this study may help us treat patients with HIV infection better in the future. 
 
What if new information becomes available? 
Sometimes during the course of a study, new information becomes available about the strategy that is 
being tested. If this happens, your doctor will tell you about it and discuss with you whether you want 
to continue in the study. If you decide to withdraw your doctor will arrange for your care to continue. 
If you are formally asked to read a new patient information sheet and decide whether to continue in 
the study you will be asked to sign a new consent form. 
 
What happens when the study stops? 
If the study is closed early the reasons for it will be explained to you. After the trial stops, all the HIV 
drugs that could be used in this study will still be available provided they are licensed or, for 
unlicensed drugs, they may still be available in expanded access programmes or named patient 
schemes. Your doctor will recommend an HIV treatment to take. 
 
What if something goes wrong? 
If you are harmed as a result of your participation in this study due to someone’s negligence, then you 
may have grounds for a legal action but you may have to pay for it.  Regardless of this, if you wish to 
complain, or have any concerns about any aspect of the way you have been approached or treated 
during the course of this study, the normal National Health Service complaints mechanisms are 
available to you. Your hospital continues to have a duty of care to you as a patient being treated within 
the hospital whether in a study or not. 
 
If you are harmed and as a result of your participation in this study, and if this is not due to negligence, 
the Medical Research Council accepts the liability attached to its sponsorship of the study and would 
sympathetically consider any claim for compensation.  
 



Will my taking part in this study be kept confidential? 
All information that is collected about you during the course of the study will be kept strictly 
confidential. When you consent to take part in this study you must agree to allow authorised staff from 
the Medical Research Council (MRC) Clinical Trials Unit or a regulatory authority to inspect your 
medical records to monitor the study. In no circumstances will your name be disclosed outside the 
clinic. 
We would like you to let us tell your GP that you have entered this study. Also, we will seek your 
agreement to be able to telephone you or your family if you miss clinic visits or we are concerned about 
your health. However, if you decline to do so this will be respected and you can still join the study. 
 
Any blood that is being collected from you and frozen in storage may be used at the end of the trial for 
tests on the HIV it contains. These tests would only look at characteristics of HIV, such as resistance to 
HIV drugs, which could help explain the results of the trial and contribute to our knowledge of HIV 
infection. This blood will be stored without any personal identifiers at a central laboratory. By signing 
the consent form you are authorising the use of this blood for these future tests.  
 
What will happen to the results of the study? 
A summary of the results will be released soon after the trial closes and a report submitted for 
publication. Your doctor will receive copies of these reports.  
 
Who is organising and funding the research? 
In the UK, the Medical Research Council (MRC) is funding the trial. Similar government agencies are 
funding the trial in Canada and the USA. 
 
Who has reviewed the study? 
The study has been reviewed by the appropriate Research Ethics Committee covering your hospital. 
 
Contact for further information 
The doctor and research nurse conducting this study at your clinic can discuss it in more detail with 
you and answer any questions. At your clinic these people are: 
 
 
Doctor:……………………………………………Telephone:…………………………………. 
 
 
 
Nurse:……………………………………….……Telephone: …………………………………. 
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Study title: 
TNT 1: A randomised controlled trial to determine the optimal management of 

patients with HIV infection for whom first and second-line highly active 
antiretroviral therapy has failed: 

 
“OPTIMA”  

(Options in Management with Antiretrovirals) 
 

 
Initials: 
 
 
 

Date of Birth: Hospital Number: 

 
Part B. Consent Form  
(Dated 01 September 2005 Use with final protocol version 2.1 dated 01 September 2005)  
 
         Please initial box if you agree: 

1.  I confirm that I have read and understood the information sheet dated 01 
September 2005 (protocol version 2.1) for the above study and have had the 
opportunity to ask questions. 

 

2.  I understand that my participation is voluntary and that I am free to 
withdraw at any time, without giving a reason, without my medical care or legal 
rights being affected. 

 

3.  I understand that sections of any of my medical notes may be looked at by 
responsible individuals from the MRC Clinical Trials Unit or regulatory 
authorities where it is relevant to my taking part in research. I give permission 
for these individuals to have access to my records. 

 

4.  I agree to take part in Option          of the above study. 
 
 

 
 
 
_____________________________________________________________ 
Name of patient                                             Date                                Signature 
 
 
_____________________________________________________________ 
Name of researcher                                       Date                                Signature 
 
 
IMPORTANT: One signed original to be given to patient (with a copy of the Patient 

Information) 
   One signed original to be kept on file by the researcher 
   One signed original to be kept in the hospital notes 
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