







The Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV infection was developed by ICAP at Columbia University under the OPTIMIZE project. OPTIMIZE (AID-OAA-A-15-00069), is funded by the United States Agency for International Development (USAID) under the U.S. President’s Emergency Plan for AIDS Relief (PEPFAR). This assistance is from the American people. The views expressed do not necessarily reflect the views of PEPFAR, USAID, or the United States Government.


Context:
PEPFAR currently recommends the simultaneous transition of new, first-, and second-line adults and adolescents to a fixed dose combination (FDC) of tenofovir, lamivudine and dolutegravir (TLD) as a preferred regimen. Countries are encouraged to plan their transition to minimize wastage of legacy antiretrovirals (ARVs) and ensure sufficient viral load capacity for monitoring of patients who have been switched to TLD[footnoteRef:1].

This training was developed to be adapted to each county’s local context and guidelines. Antiretroviral treatment (ART) is a rapidly evolving area and it is therefore expected that these documents will require updating over time as recommendations change.
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Acronyms 

3TC	Lamivudine
ABC	Abacavir
ADR	Adverse drug reaction
AE	Adverse Event
ART	Antiretroviral Therapy
ARV	Antiretroviral Drug
AUC	Area under the curve
ATV/r	Ritonavir-boosted atazanavir
AZT	Zidovudine
CAB	Cabotegravir
CDC	US Centers for Disease Control and Prevention
CNS	Central Nervous System
DHHS	Department of Health and Human Services
DNA	Deoxyribonucleic acid
DTG	Dolutegravir
EFV	Efavirenz
EVG	Elvitegravir
FDA	U.S. Food and Drug Administration
FDC	Fixed Dose Combination
FTC	Emtricitabine
HIV	Human Immunodeficiency Virus
HIVDR	HIV Drug Resistance
INSTI	Integrase Strand Transfer Inhibitor
IRIS	Immune Reconstitution Inflammatory Syndrome
LPV/r	Lopinavir/ritonavir
NRTI	Nucleoside Reverse Transcriptase Inhibitor
NNRTI	Nonnucleoside Reverse Transcriptase Inhibitor
NTD	Neural Tube Defect
NVP	Nevirapine
ORT	Opioid Replacement Therapy
PEPFAR	U.S. President's Emergency Plan for AIDS Relief 
PI	Protease inhibitor
PMTCT	Prevention of Mother-to-Child Transmission
PPI	Proton pump inhibitors
RAL	Raltegravir
RNA	Ribonucleic Acid
TAF	Tenofovir Alafenamide
TB	Tuberculosis
TDF	Tenofovir Disoproxil Fumarate
TLD	Dolutegravir, Lamivudine and Tenofovir Disoproxil Fumarate 
TLE	Efavirenz, Lamivudine and Tenofovir Disoproxil Fumarate 
UNAIDS	The Joint United Nations Programme on HIV/AIDS
USAID	United States Agency for International Development
WHO 	World Health Organization 



Disclaimer

This training was developed during the first half of 2018 and as such, the technical content in this program reflects current normative guidance and recommendations from global agencies such as World Health Organization and donors such as the Presidents Emergency Plan for AIDS Relief. This training was also updated in June 2018 to reflect new evidence that use of DTG-containing regimens prior to conception may increase the risk of neural tube defects. At the time of this writing, most country programs are in the early phases of introducing dolutegravir (DTG), including the fixed dose combination of tenofovir, lamivudine, and dolutegravir (TLD) into their national programs. 

These materials are intended to support country programs to train health care workers to prescribe and monitor patients in programs where DTG and TLD are being introduced and assumes that national guidelines have been developed to guide the scale-up and use of TLD. 

In some instances, normative guidance from WHO or recommendations from PEPFAR may differ from national guidelines. This training program was developed for adaption at the country level, based on the local epidemiology and current national guidelines. Additionally, an adaptation guide has been developed and is included in an annex at the end of the Facilitator Manual to support training organizers to adapt these training materials to align with recommendations from the national program. The adaptation guide also highlights recommendations that may change over time as new evidence becomes available.

While we attempt to thoroughly address specific topics, we may not include discussion of the full spectrum of HIV care and treatment. Thus, this information must be understood as a tool to sensitize health care workers on the appropriate management of patients with regard to the introduction of TLD rather than an exhaustive training about HIV care and treatment. 



Introduction to the Course

Objectives: 
After completing this module, participants will be able to:
Describe the goals of this training
Use the Pre-test as a diagnostic of existing knowledge on the subject and areas for continued learning 
Training Goals:
The national program is introducing a new drug, Dolutegravir (or DTG) in combination with tenofovir (TDF) and lamivudine (3TC).
The combination of TDF/3TC/DTG is known as TLD.
The goal of this training is to provide you with the information needed to prescribe and manage patients taking TLD.
This training is also designed to help you communicate the introduction of TLD to patients and address any questions or concerns that they have.



Ice Breaker
Use this space to draw what your partner is describing.



Introduction to Optimization and TLD
Objectives:
After completing this module, participants will be able to:
Describe the HIV life cycle and how different ARV drug classes work
Describe how the HIV virus can become resistant to different ARVs
Define and describe how integrase inhibitors work 
Define the concept of “Optimized ARVs”
Describe the rationale for introducing optimal ARVs
List the reasons why patients may not achieve viral suppression
Define the components of the optimized TLD fixed dose combination regimen
List the characteristics that make TLD an optimized ART regimen 

What I already know about optimized ARVs: 

The HIV life cycle:

The HIV virus first binds to receptors on the surface of the CD4 cell.
It then fuses its outer envelope with the cell membrane, allowing it to enter into the cell.
The virus uses an enzyme called reverse transcriptase to convert its own genetic material, HIV-RNA into HIV-DNA, which is similar to the genetic material the cell uses.
Once the viral genetic material has been “retrotranscribed” into HIV-DNA it enters the nucleus of the cell and uses an enzyme called integrase to integrate the HIV-DNA into the cell’s DNA.
When the cell begins to make proteins, it reads the HIV-DNA instead of its own and instead of making the proteins that the cell needs to function, it instead makes the proteins that the HIV virus wants it to make. That’s how the virus tricks the cell into replicating itself.
Once the cell has made the HIV protein, they are then assembled into new mature HIV virus particles that bud off the cell and are released into the blood. It then continues using the same process to infect other cells.
When we measure a patient’s viral load (VL), we are measuring the number of new virus particles that are detected in the blood. If the virus is replicating itself in many CD4 cells, it is making a lot of virus. You can measure the amount of virus in the blood by measuring viral load. 
If the ARVs are working, the virus can’t replicate, and you can’t measure the virus in the blood. This is what we mean when we say there is an undetectable viral load. 

Key Terms:

  Viral Load:


  Undetectable Viral Load:
















How ARVs work 

Remember that there are several different ARV drug classes and each drug class works by blocking a certain step in the HIV lifecycle.
In this picture, the HIV virus is purple; the CD4 cell is green. 
As you can see, each drug class operates in a different way and carries out a different action. However, they all prevent HIV from making more virus to release. When the virus is suppressed from replicating, the viral load is undetectable


Nucleoside Reserve Transcriptase Inhibitors 
Nucleoside reverse transcriptase inhibitors, or NRTIs, block the HIV reverse transcriptase enzyme which is needed for the virus to make a copy of itself that can be released into the blood
Some examples of NRTIs are: 
zidovudine (ZDV), 
lamivudine (3TC) and emtricitabine (FTC), which are used interchangeably,
abacavir (ABC), and 
tenofovir (TDF).
Most regimens will contain two NRTIs. That combination is what we call a “NRTI backbone.” Common examples are AZT and 3TC or TDF and 3TC. 
Non-nucleoside Reverse Transcriptase Inhibitors	
Two well-known examples of non-nucleoside reverse transcriptase inhibitors, or NNRTIs are: 
Nevirapine, or NVP and 
Efavirenz, or EFV. 
These also inhibit the reverse transcriptase enzyme but in a different way than the NRTIs.
NNRTIs have been used in first-line ART for a long time. Some of the advantages are that they are potent. Potency means they work well against the virus. 
They have also been combined with a two-drug NRTI backbone to make up a complete first-line regimen. For example, the most commonly used regimen is now TDF/3TC/EFV which makes it simple for patients to have a complete regimen in one daily pill. 
NNRTI Advantages:




NNRTI Disadvantages:
ARV Drug Resistance:
The HIV life cycle is about replicating itself, making more viruses that can go out into the blood and infect other cells.
However, while replication is going on, the virus sometimes makes a mistake when it creates a copy. That mistake is called a mutation. 
If a patient’s ARVs are working, the ARVs stop the virus from replicating so we don’t worry about mutations forming. Which is why adherence is so important.
However, if there are many viruses replicating, then it is more likely for a mutation to occur. We know there are many viruses replicating when a patient has a high VL.
However, there are many reasons why a patient may not have taken their ARVs. For example, they may miss a few doses. When the virus begins replicating again, mutations can occur.
Some of these mutations can make the virus resistant to a particular ARV. When ARVs are back in the system, for example when a patient starts his ARVs again, the mutant virus can keep replicating. Since it developed a resistance to the ARV, the ARV will no longer work and the amount of virus in the blood will increase so that patient will not be able to suppress the virus 
When ARVs no longer work because of resistance, there will be detectable virus in the blood. We call this treatment failure. When a patient has treatment failure, even when they take their ARVs the virus will continue to replicate.

Genetic Barrier to Resistance 

For some drugs, a single mutation is enough to make the virus resistant, and that one mutation can happen very easily. We refer to these drugs as those with a low genetic barrier to resistance. We see those drugs that have a low genetic barrier to resistance on the left side of this graph. HIV can become resistant to those ARVs easily and quickly. 
The virus has a much harder time developing resistance to the ARVs on the right side of the graph. We say these have a higher genetic barrier to resistance.
Going from the top of the graph to the bottom of the graph are the ARVs that are most potent to least potent. Potency describes how well they work against the virus. Those towards the top are very potent whereas those towards the bottom are less potent.
Both of our NNRTIs are on this left side of the graph. Both of them have what we call a low genetic barrier to resistance.
Notice that 3TC and FTC, our NRTIs, are also on the far left of the graph. The virus only needs a single mutation to develop resistance to both of these drugs. They also have a low genetic barrier to resistance. 
Most first-line regimens are made up of an NRTI backbone, almost always 3TC or FTC, and an NNRTI. The virus can easily become resistant to 3TC or FTC, as you can see on the graph. 
If the virus becomes resistant to two out of three drugs in the regimen, there’s only one drug left. That one drug may not be enough to stop the virus from replicating, especially if it is not very potent. Once the drugs stop working the viral load level starts to increase
Drugs that have a high genetic barrier to resistance are better because it is harder for the virus to become resistant to them.
Protease Inhibitors
Protease inhibitors are another class of drugs. Protease inhibitors block the ability of the virus to mature so it can go on to infect other cells. 
These are drugs like lopinavir boosted with ritonavir (LPV/r) and atazanavir boosted with ritonavir (ATV/r). The “r” is ritonavir, another PI, which we use as a booster to increase the amount of active lopinavir or atazanavir
PIs are typically used in second-line in adults and adolescents, though we do use LPV/r in first-line for infants and young children. Yet, as we saw in the graph, it is not easy for the virus to become resistant to PIs. They have a high genetic barrier to resistance.

What are some of the issues with PIs?
Integrase Inhibitors 

Integrase inhibitors are a different class of antiretroviral drugs.
Integrase is a viral enzyme that inserts the viral genetic material (RNA) into the DNA of the host cell. That means that integrase allows for the genetic material in the virus to merge with the DNA in the cell. 
Integrase inhibitors are designed to block the action of the integrase enzyme that the HIV virus uses.
Integration is a necessary step for the virus to be copied.
If the process of integration can be blocked with an integrase inhibitor, it can stop the replication of the virus and no new virus can get into the blood so VL will be undetectable.
Some examples of integrase inhibitors are:
Raltegravir (RAL);
Elvitegravir (EVG);
Cabotegravir (CAB); and 
Dolutegravir (DTG), which is the integrase inhibitor we are going to learn about today.

In this picture, you can see how and where the integrase inhibitor works. 
It blocks the insertion of the HIV DNA into the CD4 cell DNA.
Important characteristics of integrase inhibitors:






Potential Risks with TLD:


Pair-Share about Optimal ARVs:

What we already know about “Optimal ARVs” and “optimization”:






What we think “optimization” may imply:






Progress, if any, that your clinic is making towards optimization:





Questions we still have about optimal ARVs and optimization:


Optimized ARV
Optimization refers to making the best or more effective use of a resource.
Optimized ARVs are those that:
Are potent and very effective, have low toxicity and are well tolerated so that they are easier and safer for patients to take. This includes having a smaller tablet size.
Reduce the risk of treatment failure.
Have a high genetic barrier to resistance.
Are less expensive for the country program, compared to other treatment regimens, which allows us to treat as many people as possible. This is especially important as we now are moving to “Treat All”.
Ideally, optimized ARVs are harmonized across all populations making it easier for health care workers to know what to prescribe. This simplifies stock management at the pharmacy level, too. However, it is not always possible to harmonize ARVs across all populations. For example, we have never been able to harmonize ARVs for pediatric use because children need different drugs and dosing.
While it would be easiest to use the same regimen across all populations, sometimes, there is not enough information to use it safely in everybody. For example, with new drugs it takes longer to understand whether it can be used safely during pregnancy or whether it will interfere with TB treatment. 
However, waiting for additional information before introducing it to the program means that many people who could still take the drug will not be able to benefit from its advantages.
Overall, the goal of optimizing treatment for people living with HIV means that more patients will maintain viral load suppression and remain healthy. They will be less likely to transmit the virus onwards and there will be fewer new infections.
ARV optimization will help countries reach the UNAIDS 2020 global targets. 
The goal is for:
90% of people with HIV to know their status, 
90% of those diagnosed with HIV to be on ART, and
90% of those on ART to have viral suppression or undetectable VL.
Our current global targets are to reach 90-90-90 by 2020. There is an even more ambitious target to reach 95-95-95 by 2030.
Some countries are already very close to 90-90-90 and are surpassing the WHO goal and aiming for 95-95-95 by 2020. 
With such ambitious targets, we need to best drugs available to get to the last 95.

Key Term:
  Viral Suppression:
Challenges to Viral Suppression: 
Patient Factors:
Forgetting to take medications on time
Wanting to avoid side effects
Acceptance of and disclosure of their infection
Travel
Mental health; drug and alcohol use
Understanding the instructions on how to use the drugs)
When patients have poor adherence, the level of ARVs in their system may become too low to stop the virus from replication. 
However, even when patients are adherent to their ARVs, there are a few other reasons why they may have low, or sub-therapeutic, drug levels. This includes scenarios such as drug-drug interactions, malabsorption, or inadequate dosing
An example of drug-drug interactions that may affect viral suppression is when a patient is also taking TB treatment. Rifampin is known to lower levels of some ARVs so we have either to change ARVs or increase the dose of some ARVs while the patient is on TB treatment.
Another scenario is if a patient has malabsorption. Malabsorption is often seen if a patient has severe diarrhea or vomiting so that their medications pass through their body without being absorbed.
Inadequate dosing can also cause sub-therapeutic drug levels. Sometimes, we see inadequate dosing with children. For example, sometimes we forget to increase their dose as they grow. 
Community or Social Factors
There are also social or community factors that can be a challenge to viral suppression.
It may be difficult for a patient to take ARVs if they are hiding them or feel they will be stigmatized for taking ARVs.
Poverty and lack of money for transport to pick up pills or buy food to take with your ARVs may also be a challenge.
Violence, or fearing violence, can also prevent people from taking ARVs. For example, a woman may afraid to tell her husband about taking ARVs because she fears his physical or emotional abuse.

Health System Factors:
When we have stock-outs, patients don't get their drugs which can contribute to the patient having lower drug levels and to developing resistance
Poor quality drugs, drugs that are counterfeit or expired, may be another reason why patients may have inadequate levels of ARV in their body, which could allow the virus to continue to replicate. 
There are multiple reasons why patients may not have viral suppression. Non-adherence is the most common cause.
If the virus continues to replicate in the presence of low levels of ARVs it can lead to the development of drug resistance.

Optimized ARVs Can Help Us Overcome Some of These Challenges to Viral Suppression
Optimized ARVs can help overcome some challenges to viral suppression. They cannot solve all our problems, but better ARVs will help more patients achieve viral suppression.
ARVs that are better tolerated with few side effects and are convenient and easy to take help patients to be more adherent.
ARVs that are potent and have a high genetic barrier to resistance also prevent ARV drug resistance, which can also be a challenge in achieving viral suppression.
ARVs that can be used in most populations and are affordable for the program can also simplify stock management at the pharmacy level.
And the good news is we now have ARVs that are more optimized than ever before.
Dolutegravir
We mentioned dolutegravir earlier as one of the integrase inhibitors.
There is a lot about dolutegravir that makes it better than some of the other integrase inhibitors. 
Dolutegravir is a potent ARV and able to bind more tightly to the integrase enzyme. If you remember the graph that we looked at, DTG would be on the top right side of the graph to show that it is both potent and has a high barrier to resistance.
It is taken once daily, with or without food, so it is convenient to take.
Like other ARVs, DTG has to be combined with an NRTI backbone. By itself, it is not a complete regimen. The good news is that it is also available in combination with other ARVs, which makes it even more convenient to take.
However, as mentioned earlier, this is a new drug that we are learning about and we want to make sure is safe for all populations. In May 2018, a concern was raised that DTG may cause a certain type of birth defect in women who take DTG before becoming pregnant. Until there is more information about this we may need to avoid using DTG in some situations or populations. We will talk more about this in the next module. 
However, aside from this one concern, there has thus far been no other signal that DTG may be toxic, so it is otherwise a very safe drug to use. 
TDF/3TC/DTG (TLD)
Convenience is an important factor when considering an “Optimal” ARV. DTG alone is not “optimized.”
DTG is available in combination with TDF and 3TC, which is currently the preferred NRTI backbone for adults and adolescents. 
The combination of TDF 300mg with 3TC 300mg and DTG 50mg is a complete first-line regimen that is dosed as one tablet once a day. 
Even though this training is about the introduction of DTG as a new drug, it is actually TLD that is “optimized”. 
TLD fits the bill for all that we are looking for with optimization! 
The combination of TDF, 3TC, and DTG is very effective. DTG reduces viral load quickly.
All three drugs in TLD have low toxicity though as was mentioned, there are some concerns about a potential risk when women take it before falling pregnant.
All three drugs in TLD are well tolerated with few side effects.
It is a convenient and easy to take once-daily one tablet regimen.
We can use it across most adult and adolescent populations, though there are some particular considerations for using TLD in women of childbearing potential.
The potency and high genetic barrier reduce the risk of treatment failure. 
It is also now very affordable which means the program can continue to put more people on treatment.


Pipeline ARVs
Tenofovir alafenamide (TAF) is a pro-drug of TDF. They are very similar; however, it takes only 10 or 25mg of TAF to achieve the same drug levels as a 300mg dose of TDF. Using TAF in our regimens instead of TDF would result in a smaller tablet that will be easier to take and may be less expensive for the program to buy.
However, there is very little data on the use of TAF in pregnant or breastfeeding women and when used in patients who are on TB treatment. Of course, those are two very important populations to consider when introducing ARVs into the national program. There are ongoing studies to look at these issues and it is expected that regimens including TAF will be available in the future.
Darunavir and ritonavir are PIs and are also both available now however only as separate tablets. They are not co-formulated like LPV/r. They are also quite costly, so they are usually reserved for third-line treatments. However, there is a co-formulated tablet that is being developed now and may become more affordable for the program, so it is potentially a future option to replace other PIs such as LPV/r or ATV/r
ARVs such as cabotegravir and rilpivirine are also being developed to be used as injectables so there is a hope that in the future, ARV regimens can be delivered as an injection that can be given once a month or even less frequently. It will take a little longer for this to become available as there is still a lot of research to be done, but it is something that you may start hearing about.
Because we stress that ART is for life, patients sometimes have the impression that their current regimen is one that they will stay on for life, but we anticipate that even better options may be available in years to come.

Eligibility for TLD
Objectives
After completing this module, participants will be able to:
Understand concerns about use of TLD in women of childbearing potential
Describe indications for use of TLD in different clinical scenarios
Describe considerations for use of TLD in different populations
TLD in Different Populations
We may categorize patients using different characteristics though many of these characteristics may overlap in the same patient:
Gender (e.g. male or female)
Clinical status (e.g. stable, unstable, viral failure, advanced HIV disease)
Age group (e.g. paediatric, adolescent, adult)
Co-infection stats (e.g. TB, Hepatitis)
Other comorbidities (e.g. Intravenous drug use [IVDU])
Considerations Regarding Pregnancy 
Concerns have been raised about the use of TLD in women who may become pregnant as there may be an increased risk of birth defects with exposure to DTG.
We need to ensure the effects of a drug are safe for the fetus.
The fetus goes through many stages of development during pregnancy and the effects of a drug may differ according to the stage of development.
After conception the fetus goes through different stages of development.
A teratogen is something that has a negative effect on the development of the fetus at any stage of pregnancy, however since the fetus goes through different stages, the impact of an exposure to a teratogen depends on when it occurs. If exposure happens very early on, organ systems may not develop properly.
Botswana was the first country in Africa to widely introduce DTG-containing regimens before these concerns were raised so there were many women who became pregnant while taking DTG. 
Since 2014, researchers in Botswana have been studying birth outcomes in infants born to women who are taking ARVs, so they have also been collecting data on pregnancies that occur in women who are taking a DTG-containing regimen.
In women who were already pregnant when they started DTG, there was no increase in poor birth outcomes, however, in women who started DTG before becoming pregnant, there was an increase in neural tube defects (NTDs).

Neural Tube Defects Notes:

Using TLD in Women of Childbearing Potential
The program is planning to introduce TLD because it is a better regimen for patients in that it is more effective, well tolerated, and has a higher genetic barrier to resistance.
The risk of using TLD in women who may fall pregnant has to be balanced against the risk of not using TLD. Alternative regimens that may be used are TLE or a regimen containing a boosted PI like LPV/r or ATV/r.
The definition of “women of childbearing potential” includes adolescent girls after menarche and older women until menopause. 
Women of childbearing potential include half or more of all people living with HIV so if TLD cannot be used in them then the majority of people on ART may not have access to this new, better regimen.
There is uncertainty about whether there is really an increased risk of NTDs if DTG is used before pregnancy. If later on it is discovered that this was a false alarm, there may continue to be fears about toxicity, which may prevent women from accepting TLD or this may lead to fears about the toxicity of all ARVs.

Notes on using TLD in women of childbearing potential:
Considerations for Patients Initiating First-line ART
With the move to “Treat All,” now all people living with HIV are eligible to start ART.
Newly initiating patients may be those who have just tested positive for HIV, but there may also be those patients who were pre-ART before but are now eligible because of “Treat All.”
TLD is a good option for initiating patients. With “Treat All,” many patients are starting ART, but are healthy and have higher CD4 counts. Since DTG is so well tolerated, TLD is an easy regimen to begin with because it is one pill once a day and has few side effects. 
However, there are also patients who are returning to care who have previously taken ARVs but stopped for some reason. We also have to remember that more than half of patients who are initiating ART are women. For those that are already pregnant, TLD is safe for them to take, but for women who may become pregnant, TLE is the preferred regimen.
Patients Returning to Care
Patients who may have previously been taking ARV’s.
Previous guidelines used to recommend ARVs for pregnant or breastfeeding women with higher CD4 counts for only a short time. This has changed with the introduction of B+, but we have some women who had pregnancies before B+ started, and they may have only been given ARVs for a short time.
There are also patients who have been lost to follow up or stopped their ARVs. This may have happened for many reasons. Some may have stopped their ARVs because of side effects. Others may have stopped wanting to come to the clinic because they didn’t like having to wait, or they felt stigmatized. Some patients stop their ARVs because they feel better and believe they don’t need them. Others may have moved too far away and are unable to come back to clinic.
There are many reasons why patients may have been taking ARVs in the past and stopped but are now returning to care. 
Initiating Patients on TLD
Take one pill once-daily around the same time every day.
It is not always easy to remember to take your medicines, so it may help to think about something you do every day around the same time. Then, take your meds at that time to help you remember. For example, some people pray at the same time each day or go to work at the same time each day. These are good routines to pair with taking medications. 
This tablet can be taken with or without food.
Reassure patients that starting ART will keep them healthy.
For women of childbearing potential, it is important to emphasize that an alternative regimen to TLD should be used if there is a chance of pregnancy
Patients may be advised to return to the clinic earlier then their next scheduled appointment if they have any problems taking TLD.
There is no difference in monitoring patients on TLD compared to what we do for other regimens.
VL should be measured 6 months after initiating TLD. If they have viral suppression, then VL is repeated in another six months. If they maintain viral suppression they should then have VL monitoring every 12 months.
For patients returning to care, if they previously took ARVs for prevention of mother-to-child transmission (PMTCT), we can explain that the recommendation has changed, and they are now eligible for lifelong treatment. 
If they are patients who were lost to follow up, we should let them know we are happy they have come back. If we shout or are angry with them for leaving, they may run away again. 
For those patients who stopped their treatment previously because of side effects, we can reassure patients that TLD is better tolerated.
Patients Currently on First-line ART
Most patients are already on first-line ART. However, even if a person is on a first-line ART, there are different possible regimens or scenarios: 
They may be on TLE and doing well. However, some patients on TLE may also be having some side effects from EFV, though they are not severe enough to have substituted EFV for another drug.
There are also patients who are on suboptimal or legacy regimens. These could be patients who were previously on AZT/3TC/NVP (a regimen that used to be preferred) and never changed their regimen when TLE was introduced.
They may also be patients that are on different combinations, such as: 
AZT/3TC + EFV
TDF/3TC + NVP

Advantages of TLD Compared to Other First-Line ART Regimens
Notes:
Differentiated Service Delivery for Stable Patients
Notes on differentiated service delivery for stable patients:


Is Differentiated Service Delivery available?



How often do patients go to clinic?



How many months’ worth of medication do patients receive at a time?



What is the recommendation for follow up when initiating patients on TLD?






What is the recommendation for women who may wish to become pregnant? 
Substituting TLD in Patients Already on First-line ART
What is the recommendation for substituting TLD for the patient’s current first-line?





What is the recommendation for viral load tests when substituting regimens? 





Why? What is the rationale behind the recommendation? 
Treatment Failure


Patients who have been on ART for at least 6 months and have two consecutive VL’s >1000 cop/mL at least 3 months apart with enhanced adherence counseling and support in between.
Because patients often have difficulty with adherence, our hope is that enhanced adherence counseling will help them to improve and when we recheck their VL, it will be suppressed. 
However, patients who are failing first-line with VL≥ 1000 cop/mL may have developed resistance, especially if this has been going on for a longer period of time. If they have acquired HIV drug resistance, improving adherence will not help them achieve viral suppression and they will need to be switched to second-line.
Second-line Patients
The same considerations for use of TLD as first-line in women who may fall pregnant are applicable in second-line treatment. 
When a patient has treatment failure and we need to change to second-line, the standard practice has been to change at least two drugs to make sure that the chance of successful treatment is as high as possible. We usually change at least one drug of the NRTI backbone and add a new drug class, in this case a PI.
Yet, we know that PIs are difficult for patients to take and tolerate. They have lots of side effects and patients need to take multiple tablets. They are also more expensive for the program.
The majority of patients have failed because of poor adherence and not all patients have resistance. It may be better for them to take a regimen that is well tolerated and convenient.
If a patient has been on AZT/3TC + an NNRTI changing to TLD changes two drugs and adds a new drug class.
However, many patients now are on TLE. If they have had treatment failure they most likely have resistance to 3TC and EFV as those are both drugs with low genetic barrier to resistance. If they have been failing for a longer time, they may have even developed resistance to TDF.
However, since DTG is a very potent drug, and treatment failure is more often due to adherence, TLD may still be effective. 
Patients on second-line ART may be changed to TLD, but they should have a VL three to six months after changing to TLD to make sure they have suppressed the virus.
There are also patients who are already on second-line regimens using at least one new NRTI and a PI. However, these are regimens that are not easy to take.
These patients may also benefit from substituting TLD for their current second-line regimen for the same reasons as we discussed in the previous slide.
If we substitute TLD for patients already on a second-line regimen, they should also have a VL three to six months after substitution to ensure viral suppression. If they are not suppressed on TLD, they may need to change back to their original second-line regimen.
Eligibility for TLD
Notes on eligibility for TLD:









Notes on patients that are NOT eligible for TLD:
Use of TLD in Special Populations 
Pregnant and Breastfeeding Women
We are concerned about both mother and infant:
We want to make sure the ARVs are effective in suppressing a mother’s VL and preventing mother-to-child transmission of HIV.
Drug levels may vary (pharmacokinetics) during pregnancy. However, there is evidence that even though we may see lower drug levels in pregnant women, particularly during the third trimester, with TLD, the difference is not significant enough to need a change in dosing.
Pregnant women may experience side effects differently, or it may be difficult to determine if symptoms are due to drug side effects or the symptoms of pregnancy (nausea/morning sickness etc.).
We also want to make sure drugs are safe for the infant. Infants are exposed to maternal drugs in utero as well as through breastmilk.
Though there is concern about using TLD before pregnancy, there is increasing evidence that using TLD is safe and effective in breastfeeding women for both mother and infant.1,2
TLD can be used in women who are already pregnant with no change in dosing needed.3 
However, even though it is safe during pregnancy after the first month, the population we are concerned about is anyone who may become pregnant.
Use of TLD in Women of Childbearing Potential
Program recommendations for women of childbearing potential:








Use of TLD in Postpartum Women
For women who are already pregnant, starting TLD is safe because after the first month the neural tube has already closed. The concern is the potential risk with exposure to DTG before conception.
Women who are started on TLD when they are already pregnant, or who become unintentionally pregnant should remain on TLD as by the time pregnancy is recognized, the period of risk is over.
But women can still fall pregnant again after delivery, during the breastfeeding period. There is no risk to the infant who is breastfeeding, but the risk is for the next child.
However, one risk to consider is if a woman is doing well on TLD, if she is switched to a less well tolerated regimen such as TLE, this may result in poor adherence and viral rebound, which may then increase the risk of mother-to-child transmission of HIV through breastmilk.
Notes on use of TLD in women of childbearing potential, pregnant, and postpartum women:

















Adolescents:
As we mentioned when we discussed dosing of TLD, it is approved for use in adolescents 10 years and older and above 30kg1. 
We know that in general, adolescents have lower rates of viral suppression compared to adults. 
TLD is easy to tolerate, so adolescents will not be discouraged from taking ARVs because of side effects. 
TLD is one pill once a day, so it is easier to take privately then taking multiple tablets.
TLD is potent and has a high genetic barrier to resistance so even if a few doses are missed, adolescents won’t develop resistance quickly and their ARVs will continue to work.
For many reasons, adolescence is a challenging period. However, we need to give them the right support to help them get to viral suppression. TLD is one thing that can help. 
However, as we were discussing, there is concern about the use of TLD in women of childbearing potential, so we have to follow the same recommendations in adolescent girls. 

Patients with Tuberculosis 
Rifampin can affect the levels of other drugs it is taken with. In the case of TLD, we know that rifampin lowers the level of DTG though it does not significantly affect levels of TDF or 3TC. We need to adjust the regimen to make sure patients have adequate drug levels during TB treatment.
Patients who have a diagnosis of tuberculosis will need to modify their DTG dose while they are taking tuberculosis treatment. 
Patients may take their usual dose of TLD 1 tablet, once daily but need to add an additional dose of DTG 50mg 12 hours after their they take their TLD1.
It is important to tell patients that the additional dose of DTG must be given 12 hours after their TLD, not taken at the same time.
Notes about the use of TLD in patients who are on a TB treatment:
Role Play
Peter:
Hello, my name is Peter. For the past few months I was so ill I could not even go to work. Two weeks ago, I came to the clinic and I was diagnosed with HIV and given two tablets to take. One tablet is TLD. The other tablet is Cotrim. They did some tests on my blood and sputum because I have a cough. I have been taking my two tablets every morning and my wife reminds me every day.  I was told to come back to the clinic and when I saw the nurse, she told me I have TB and will need to take TB treatment as well as my other tablets. I want to get better so that I can go back to work and support my family, but I am worried about how many tablets I will have to remember to take. Which ones will help me get better?
Nurse:
Ok, Peter, I am going to give you another prescription for the TLD and Cotrim that you have been taking as well as give you another tablet because of your TB.
You’ve been taking the TLD and Cotrim for a few weeks now. How is it going? How do you feel?
Peter:
I’ve been feeling better. Some of my energy is coming back but this cough is troubling me. My wife, Rachel, helps me to remember to take my tablets in the morning. 
Nurse:
We are going to have to make some changes to your treatment for HIV and start treatment for your TB. 
Right now, you have been taking your TLD and Cotrim every morning. I want you to keep doing that. 
I also want you to take one of these tablets, it is DTG, in the evening (pretend to hand Peter a prescription). 
So, you are going to take one TLD in the morning and one DTG in the evening.
Also, I want you to take this tablet (pretend to hand another prescription) every morning. This one is your TB medication. I want you to take one pill from this bottle every morning. 
In one month, I want you to come back to see me, so we can see if you are getting better.

Other Populations
Renal and Kidney Failure
There is no dose adjustment needed for DTG for patients with renal disease. However, patients with very severe renal disease or risk factors for renal disease (such as uncontrolled hypertension or diabetes) may not be able to use TDF and may need an alternative regimen
For most patients with mild or moderate liver disease, no dosage adjustment to TLD is needed. However, DTG is not recommended in patients with severe liver disease.
 
Injection Drug Users 
Patients who are undergoing methadone treatment for an opioid addiction, called Opioid Replacement Therapy (ORT), do not need a dose adjustment.
This is unlike EFV, which has an interaction with ORT. Methadone dosing may need to be adjusted in patients taking EFV. 

Patients with HIV-2
In some cases, patients have a different type of HIV infection – they may be infected with HIV-2. Some patients have both HIV-1 and HIV-2 coinfection
DTG and all integrase strand transfer inhibitors (INSTIs) are active against HIV-2.
NNRTIs are not active against HIV-2.
The availability of DTG gives us the opportunity to harmonize the regimens for both HIV-1 and HIV-2. 








Patients Who Are NOT Eligible for TLD
· While most adolescents and adults will be eligible for first-line, there are still some situations in which we will need other regimens due to concerns about the potential for increased risk of birth defects in women with exposure to DTG before conception. 
· We are expecting to have more data about this issue soon, so this guidance may change in the future.
· TLD is not yet approved for use in infants or younger children. There is ongoing work to develop pediatric formulations down to the youngest infants, though it will be combined with another NRTI backbone as TDF is not used in children.
· There is no drug that is completely without side effects or the risk of reaction – so there will be some patients who have intolerance or hypersensitivity to DTG or another component of TLD. These patients will need to take another regimen.

Notes on Patients that are not eligible for TLD:

Management of Patients on TLD
Objectives
After completing this module, participants will be able to:
· Identify and describe the management of common and serious adverse events (AEs) for patients on TLD
· Identify commonly used drugs that may have drug-drug interactions with TLD
· List the monitoring requirements for patients before and after starting TLD
· Describe management of women of childbearing potential who are on TLD
· Describe management of patients with treatment failure on TLD













Adverse Events
· Patients frequently experience AEs or side effects when they start ARVs. Adverse events may be gastrointestinal complaints like nausea or diarrhea. Alternatively, they may complain of body pains, headache, fatigue, or rash. Some ARVs like EFV can cause side effects like dizziness or sleepiness.
· Patients may experience AEs from TDF and sometimes 3TC. Patients may experience symptoms such as headache, gastrointestinal symptoms or rash. In general, however, these are drugs that are well tolerated.
· An advantage to DTG over other ARVs is that it is generally well tolerated by most patients. 
DTG-related Adverse Events 
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· The most common AEs associated with DTG are:
· Nausea
· Diarrhea
· Sleep disorders (insomnia has been commonly reported)
· Headache
· Most of the time AE’s reported with DTG are mild, however there are some rare, but more serious AE’s that may occur.
· Hepatoxicity is one AE’s that may be more serious. Patients who have preexisting liver disease, such as hepatitis, may be at higher risk for hepatoxicity.
· As with many other drugs, hypersensitivity can also occur with DTG.
· Myopathy, or inflammation of the muscles has been reported in a few cases – this is rare, but something to keep in mind. 
· The graph is from Brazil, which was one of the first countries to use DTG in a public health program. This graph shows information collected from 26,000 patients taking DTG1. 
· Out of these patients, only 2.7% reported having AEs. Some of the most common AEs that were seen included gastrointestinal complaints and neurological complaints. Overall, it was a relatively low percentage of patients who experienced AEs and very few patients have to discontinue DTG because of AEs.
· In the case of DTG, the common adverse events are nausea, diarrhea, insomnia and headache.
· Just as with other ARVs, these symptoms often improve over time, but it is important to provide counseling to patients about what may happen and support them to continue their ART.
· We will be prescribing DTG with TDF and 3TC as TLD. 






















	









1 Batista C, Meireles M, Fonseca F et al. Safety profile of dolutegravir: real-life data of large scale implementation in Brazil. Conference on Retroviruses and Opportunistic Infections March 4-7, 2018. Boston, MA. Abs 494.
TDF-Related Adverse Events
· With TDF, there is a risk of renal toxicity. TDF is also associated with a decrease in bone mineral density. However, most patients tolerate TDF and 3TC very well and renal toxicity is not common in most patients. 
· For example, if a patient on TDF experiences symptoms that may be due to renal toxicity such as severe weakness, frequent urination, extreme thirst, or confusion, they should be evaluated to determine whether there is renal toxicity due to TDF. 
· We also know that TDF decreases bone mineral density. This may not be significant for most patients, but we need to consider this in patients who may have other risk factors that contribute to weak bones such as patients who have prolonged use of steroids, have a calcium deficiency, or have renal disease.
· Additionally, TDF can also cause lipodystrophy or lactic acidosis. We used to see this more frequently when we used ARVs such as stavudine (d4T) and didanosine (ddI), this is much less common with TDF, but may still occur in rare cases.
· Overall, TLD has low toxicity and is well tolerated by most patients, which makes it a very good regimen. It is not perfect and there are still some serious AEs that may occur, even if they are rare. 
· There is another new drug – TAF – that we would consider optimized that may be available in the future. However, there is ongoing research to determine if it can be used in certain populations, such as pregnant or breastfeeding women or in patients taking TB treatment. 

Insomnia and TLD 
· Insomnia is one of the common mild to moderate adverse events that patients experience while on TLD.
· But there is some advice that we can give patients:
· Symptoms may lessen over time as the body adjusts to taking a new medication. Patients can also be advised to take TLD in the morning to minimize symptoms of insomnia. 

Notes on Case Study – Mary:
Immune Reconstitution Inflammatory Syndrome (IRIS)
· Immune reconstitution inflammatory syndrome (IRIS) is an exaggerated inflammatory reaction to a disease-causing microorganism that sometimes occurs when the immune system begins to recover following treatment with ARV. 
· IRIS occurs in two forms: "Unmasking" IRIS refers to the flare-up of an underlying, previously undiagnosed infection soon after ART is started; "Paradoxical" IRIS refers to the worsening of a previously treated infection after ART is started. 
· If the immune system recovers quickly it may paradoxically cause worsening of symptoms. However, IRIS does not occur with just TLD and can happen with any other ART regimens. We should consider IRIS in any patient with advanced HIV disease that starts any ART regimen but has clinical deterioration. It is also important to note that currently there is not much evidence that TLD leads to higher rates of IRIS.

Notes on Case Study – Charles:

Hypersensitivity
· There are times when ARVs definitely need to be stopped.
· Though most patients will tolerate TLD very well or have only mild side effects, as with all drugs, there may also be a low risk of a serious reaction, such as hypersensitivity. We may see this with other drugs, too.
· Hypersensitivity is characterized by rash, constitutional findings, and sometimes organ dysfunction. It usually begins soon after starting to take a drug and worsens with each additional dose that is taken.
· Because patients are taking many different drugs, it can be difficult to know which drug is causing the hypersensitivity reaction. If patient develops hypersensitivity, whether it is DTG or another ARV, all drugs should be stopped until the patient’s condition improves. However, it is important to figure out which drug caused the hypersensitivity reaction as that drug should never be taken by that patient again. If the culprit was DTG another ARV should be substituted when the patient resumes treatment. 
· Though most will be able to tolerate TLD well, there will always be some who are not able to take it, whether due to hypersensitivity or intolerance of side effects. In these cases, alternative regimens should be recommended.

Notes on Case Study – Susan: 








Notes on Case Study – Michael:
Evaluation and Reporting of Adverse Events
· It is important that we assess any adverse event or complaints that a patient may have that may be related to the drugs we are prescribing- and its equally important that we report AEs to the national program.
· First, we need to assess if the patient’s symptoms are mild, moderate or severe.
· If they are severe, such as with hypersensitivity, we need to stop drugs right away, especially if they could be life threatening. If symptoms are mild or moderate, then we may be able to continue the drug with supportive care for symptomatic relief such as giving a patient Panadol for headache or antihistamines for rash. Sometimes patients need reassurance that mild side effects will resolve with time or are not a cause for worry if tolerable.
· We also need to determine the cause of the AE. Was it likely related to a drug, or could it have occurred because of something else? Is there something that could be changed? For example, if a patient is taking TLD in the evening but having trouble sleeping, will taking it in the morning improve the symptoms?
· We can also ask patients if they have missed doses to avoid symptoms as we don’t want adherence to suffer. For example, in patients who are taking regimens with EFV and having sleepiness, some may purposefully skip their dose at times when they need to be awake, such as when they go to work, or when they have to study for exams. If patients are not going to adhere to their ARVs because the side effects are intolerable, that may be a reason to make a drug substitution. 
· Once we have assessed the severity, provided immediate management, figure out the cause, and evaluated if adherence will be impacted, we need to decide whether the same drugs should be continued or restarted, or if a drug substitution is needed. We also need to continue to follow up with the patient and reassess them at their next visit to ensure that symptoms are improving. 
Reporting Adverse Drug Reactions
· The national program must monitor the safety of the medicines that are used in the country. This includes making sure medicines are of good quality, are being used appropriately and, very importantly, that the population they are being used in are safe.
· This is especially important for new drugs as there is not as much experience using them in real world scenarios over a long period of time.
· Knowing what types of adverse drug reactions (ADRs) may occur helps us to know what we should screen patients for, how we should counsel them, or in some extreme cases, if we should not use the drugs at all.
· The national program has a system in place for health care workers to report suspected ADR’s and even though it takes a little bit of extra time, it is important to do, not just for TLD but for all medicines.
Drug-Drug Interactions
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· As with all other treatment, it is important to check with patients to find out what other medications they may be taking in addition to their ARVs. These may be drugs prescribed by another health care worker or drugs that the patient received over the counter without a prescription.
· Though in general TLD has few interactions with other drugs compared to some ARVs, there are a few interactions that are important to remember as there are a few drugs that are very commonly used by patients. For example, we’ve already discussed the interaction that DTG has with Rifampin but there are a few others to keep in mind.
· This table lists the drugs that TLD may be taken with, those that may be taken but some changes to dosing may be needed, and a few that are contraindicated to give with TLD. The drugs that are bolded are those that are commonly used.
· There is no interaction with hormonal contraceptives which makes TLD a good option for women who use hormonal contraceptives. In comparison, we know that EFV may interact with some hormonal contraceptives possibly making them less effective. Therefore, we recommend to women using hormonal contraception and taking EFV, that they use an additional form of contraception for family planning.
· There is no interaction with methadone or opioid replacement therapies. This makes TLD a good option for injection drug users who are currently seeking or may seek treatment for their opioid use. 
· There are several medications that have significant drug interactions with TLD.
· Rifampin: TLD should be continued once daily, but an additional dose of DTG 50mg should be given 12 hours apart.
· Antacids and multivitamins/minerals: use two hours before or six hours after TLD dose. 
· Metformin: a lower dose of metformin may be needed with closer monitoring of blood glucose. 
· Patients may be taking several drugs, so it is always important to find out what else they are taking and determine if there are any drug interactions. There is a good resource online that can be downloaded as an app: 
https://www.hiv-druginteractions.org/checker.

TLD and Minerals
· TLD should also not be given at the same time as supplements containing Magnesium (Mg), or Zinc (Zn). 
· TLD may be given with Calcium (Ca) and/or Iron (Fe) if it is taken with food, but if it is taken without food then it should not be given at the same time.
· These may be in multivitamins (such as prenatal vitamins), certain laxatives or certain antacids. 
· If your patients take any of these, advise them to take their ARVs at least two hours before or at least six hours afterwards. However, Calcium and Iron may be taken at the same time as TLD if it is given with food.
· It’s not easy to remember to take something exactly two hours before or six hours after but we can advise patients to space out dosing according to what’s best for them. For example, if they are taking TLD in the morning but also taking a magnesium supplement, you can advise them to take one tablet in the morning and the other in the evening, to make it easier to remember.
Routine Monitoring of Patients on TLD
· Patients are monitored to assess their clinical status, their adherence, if ART is effective and if they have AEs.
· In addition to clinical monitoring, there are laboratory tests that help us monitor a patient’s response to ART.
· Additional laboratory tests may be used to monitor for toxicity, but these may only be required when patients experience symptoms of toxicity, such as checking Hb if patients have symptoms of anemia (e.g. pallor, increased heart rate).
· In general, for patients on TLD, we monitor them the same way we monitor patients on other regimens.
· However, because we are cautious about the use of TLD in women before conception, we also should ask all our patients of childbearing potential if they are sexually active, are using contraception or desire pregnancy.
· Clinical monitoring is done by taking a history and physical exam, including asking patients if they are having symptoms, checking their weight, blood pressure, temperature and examining them.
· Adherence can be assessed by asking patients if they have missed any doses, by doing pill counts, or by checking pharmacy records to check for on time drug pick up.
· The most important information can be learned from talking to patients, asking them questions and doing an exam to assess their physical status.
· Lab tests may be done at baseline to assess for the presence of liver or kidney disease, anemia and immune status. 

Viral Load:
· We are moving towards using VL for routine monitoring of patients.
· Using VL helps us to identify treatment failure early on and address any problems the patient may be having before they become sick and before resistance develops. 
· We also use VL to evaluate if a person needs a switch from first- to second-line ART. 
· VL helps us to monitor progress towards the last 90 of the 90-90-90 targets.

When Viral Load Is Not Available:
· Even when VL is not available, the effectiveness of ARVs can be evaluated.
· If a CD4 test shows an increasing CD4 count, it also indicates that ART is effective.
· However, as patients are also being clinically monitored, signs like weight gain and improvement and symptoms are also indication that treatment is working.
· Additionally, measurements of adherence such as pill counts, or number of pharmacy pick-ups may be used to assess adherence and if patients have been adherent, then they are more likely to be doing well on their treatment
· While these may be somewhat imperfect measures, taken together they can help with the assessment of a patient’s status even when VL is not available.

Chemistries
· No different labs are needed to monitor patients on TLD.
· However, we may monitor serum creatinine for patients who are on TDF. It is not always required to use TDF but may be helpful in patients who may have a higher risk of renal toxicity, such as patients with hypertension or diabetes. 
· However, if we do measure creatinine, we should remember that DTG might also increase levels of serum creatinine a little bit, but by no more than 10%. This is not due to toxicity. In cases where we may be monitoring creatinine in patients on TLD, if we see an increase after starting TLD we need to differentiate when this is due to DTG and when it may be a sign of TDF-related renal toxicity. Patients with renal toxicity may be having other symptoms such as weakness or increased urination, and we will see creatinine increase over time. However, if the increase is due to DTG patients should not have symptoms or change over time.

Pregnancy Testing; Pregnancy and TLD:
· If a woman is already beyond the first month of pregnancy TLD may be safely used. However, after delivery TLD should be changed to TLE if she may fall pregnant again.
· If a woman is not pregnant however, then it is important to determine if she may become pregnant.
· So far, there has been no increased risk of adverse birth outcomes in women who start using a DTG-containing regimen after they’ve become pregnant.
· More data is expected in the coming year about the risk of birth defects in women who start talking DTG-containing regimens before falling pregnant. We will better understand what the risk is when new information becomes available and our guidance about the use of TLD in women of childbearing potential may change.
· However, in the meantime, the program has decided to be cautious about using TLD in anyone who may become pregnant.

Notes on pregnancy testing before starting TLD in women:
Diagnosing Treatment Failure
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· For patients taking first-line such as TLE, if they have 2 VL’s ≥ 1000 cop/ml three months apart with enhanced adherence counseling in between, these patients should be switched to second-line ART, as we are concerned that they may have developed resistance, especially since at least two of the drugs in their regimen have a low genetic barrier to resistance.

Notes on second-line ART after failure on TLD:
· 

National Plan for TLD Introduction
Objectives:
After completing the module on the National Plan for TLD introduction, participants will be able to:
· Identify the important steps in planning for TLD transition
· Reflect on challenges that occurred during previous ARV transitions
· Explain the program plan to introduce TLD over time
· Understand the current recommendations for use of TLD in women of childbearing potential and how they may change over time
· Understand your role in helping to make the introduction of TLD a success
· Counsel patients on why they are or are not changing to TLD
· Document use of TLD in patient records and monthly reporting forms


TLD Introduction
· A lot of advance planning must happen at the country level to ensure that we are all prepared for the introduction of TLD.
· HIV Treatment guidelines need to be revised to include TLD.
· Health care workers also need to be sensitized and trained to prescribe and manage patients on TLD. This is why we are doing this training today.
· The program also has to figure out how much TLD will be needed and purchase it for the program. ARVs are expensive, so they need to calculate how many patients will be using TLD over a certain period of time, but also how many patients will be using other ARVs that they will also need to purchase.
· There is also a need to make sure that tools such as registers and forms that are used for documentation are updated to include TLD.
· Those are just a few of the things that have been planned, but sometimes there is more than one change to the program, and we also need to consider how the introduction of TLD will affect those changes. For example, now that we have moved to Treat All, we need to make sure we order enough drugs for everyone.
Evolution in Use of 1st Line Major ARV Regimens
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· WHO first introduced TLE as the preferred first-line in 2013 guidelines, but it took several years for practices to shift.
· At the end of 2015, globally only 68% were low- and middle-income countries on the “preferred” first-line of TDF/3TC (or FTC)/EFV.

Your Role

· The program depends on health care workers to make the introduction of TLD a success, which is why we are spending a little time discussing the National Plan.
· Understanding this plan will help you to:
· Ensure you are prescribing TLD to the right patients;
· Help prevent stock-outs and wastage which some of you may have experienced during past ARV transitions;
· Answer questions or concerns that patients may have about TLD; and
· In addition, make sure the program is informed and able to address any challenges that may come up.

Prescribing TLD to the Right Patients
· The different stages/sequence of the introduction process:







· The timeline over which eligible patients are transitioned to TLD:








· Notification about when the next stage of transition begins:







· Notification about prescribing TLD to a new group of patients:







· Guidance on prescribing TLD to girls and women of childbearing potential:



Supply Chain Management
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· There are many steps involved in making sure that TLD reaches the right patients.
· The program had to first find out which suppliers were producing TLD and could sell them to the program at an affordable cost.
· They then had to forecast how many patients would be on it, then buy the amount they thought would be needed. 
· Once TLD arrived it then had to be distributed from the central level to pharmacies.
· When it is prescribed to patients it must be documented and the number of packs dispensed are tracked to know how much we have remaining, and when it is time to order more TLD.
· This whole process can take months so, as you can see, a lot of planning has been done in advance to determine how much TLD the country program will use over a period of time.
Preventing Stock-outs and Wastage
· When we are introducing something new to the program, a common concern during transitions can be about stock-outs or wastage of drugs. Following the national plan can help to prevent stock-outs because the program has planned to use TLD in a certain number of patients over time.
· There are stocks of other ARVs such as TLE in the medical stores and pharmacies. They are still very good drugs and should not go to waste! 
· If TLD is prescribed to more patients than the program has planned for, or fewer patients than has been planned for, then:
· There might not be enough TLD for everyone if the program is planning to phase it in over time. If it is prescribed to too many patients, it may cause stock-outs of TLD and other good ARVs such as TLE may be wasted if they are not used and they expire.
· However, if TLD is prescribed for fewer patients than have been planned for, then not only may the TLD be wasted but there may be stock-outs of TLE or other ARVs.
· Another thing to note is that in the past, we stopped using ARVs like stavudine (d4T) or didanosine (ddI) because they were toxic. Patients who went through this transition may think that the change being made now is also because the current drugs are toxic. It is important to reassure them that even though we are introducing TLD, it does not mean that the other regimens are not effective or safe.













Counseling Patients
Role Play 1: 
Instructions
· Assign a role to each member of your group:
· Provider
· Patient
· Observer
· Read the scenario description:
· David has been a patient at the North-West Clinic for six years. He was diagnosed with HIV five years ago. David has prided himself on his adherence and being a model patient. He has been virally suppressed for more than four and a half years on TLE and tolerates his regimen very well. 
· David gets frustrated by the turnover at the clinic. He often sees a new or different provider and is concerned that the turnover will impact his health care. 
· Doctor Smith is a brand-new provider at the North-West clinic. She recently graduated from medical school and is doing her residency at the North-West clinic. She is very excited about the TLD roll out as she sees it as the best treatment for her patients. She has very little experience treating patients before the introduction of TLD. 
· Doctor Smith is seeing David for the first time and wants to switch him to a TLD even though he is doing well on his current regimen. 
· Begin the role-play. David, do not forget to show some reluctance to Doctor Smith’s suggestion!

Observer’s Notes:



Role Play 2: 
Instructions
· Assign a role to each member of your group:
· Provider
· Patient
· Observer
· Read the scenario description:
· Suppose that you live in a country where new patients are initiated on TLD before stable patients will be enrolled. 
· It is estimated that it may be a few years before stable patients are enrolled in TLD. 
· Doctor Raj understands the importance of the slow rollout and is very concerned about the financial aspects of the rollout for the country program.
· Doctor Raj’s patient, Ezekiel, heard about the new treatment, TLD, and wants to be switched despite being stable on his current regimen. He sees himself as an advocate for HIV treatment and does not want to be on anything but the best. He is sure that TLD is the best since it is the newest. He also heard that patients are less likely to become resistant on TLD. He has long been worried about developing resistance. 
· Begin the role-play. Ezekiel, try hard to convince Doctor Raj to switch you!

Observer’s Notes:



















Key Points:
· Explain the benefits of the change to the new regimen, if the patients are eligible for TLD.
· Patients may be impatient to start TLD if they have heard about a better new drug becoming available. However, if we are not changing all patients to TLD at once, some patients may have to wait. For patients who want to change but are not yet eligible, explain that the program has planned for this change over time and does not want to waste drugs or cause stock-outs. If appropriate, reassure patients that they will be eligible in the future
· Address concerns about the safety, efficacy, or tolerability of the new drug for patients who may be concerned about changing their regimen.
· Some patients may be worried that changing to TLD means they have failed their first-line. It is important to explain the reason for the change, and reassure them that this is a change to a better regimen that has now become available, not because they have failed their other regimen.


Differentiated Models of ART Delivery for Stable Patients
Dispensing TLD to patients:






Documenting in the Patient File
· Many registers, records, and forms will need to be updated to include TLD as it is not an ARV that was previously used in the program.
· When we start a patient on TLD, we need to document it accurately in the clinical encounter record as well as the ART register. This includes not just if a patient is on TLD, but what date they were started and the reason they were started on TLD. 
It is also important to document if they are taking additional 50mg DTG during TB treatment.
· If we keep patient records and ART registers updated, then we are able to easily include the number of patients who have been put on TLD and the reason why they have started TLD in our monthly reports
· The national program needs to keep track of how many patients are on TLD in order to make sure there is enough TLD sent to the clinics and avoid stock-outs
· Even though the national program has made a calculation of how many patients will be taking TLD, it is good for them to have feedback from the clinics to know what is actually happening and if more or less TLD is needed, the supply plan can be adjusted.
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