 













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 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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Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV Infection. New York: ICAP at Columbia University; 2018.
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UNAIDS	The Joint United Nations Programme on HIV/AIDS
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Training Overview 

Training Goals and Development
These materials are intended to train health care workers to prescribe and monitor patients on dolutegravir-containing regimens for treating HIV. 
 
This training was developed using a backwards design methodology. The training goals and the problem the training addresses were identified before the instructional methods were chosen and developed.  

The target population for this training is health care workers with existing knowledge, prior training and experience in HIV prevention, care and treatment, including:
Physicians
Medical officers
Clinical officers
Nurses
Nurse midwives

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 the World Health Organization and donors such as the President’s 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 (NTDs). 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 adaptation at the country level, based on the local epidemiology and current national guidelines. Additionally, an adaptation guide has been developed and is included as 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. 
Components of this Training Package
The package includes the Facilitator Manual, Participant Manual, PowerPoint slides, assessment of the training, and Pre- and Post-tests to assess knowledge acquisition. The training package is modular by design. Additional modules that cover more specialized topical areas can be added to this basic package. Facilitators should familiarize themselves with the materials before training. 

Adaptation 
Though much of the content included is universal, recommendations may vary across country programs. Training organizers and facilitators must ensure the training is adapted to reflect current country guidelines prior to the start of the training. 

While adapting this training, organizers should have access to:
Country specific data on progress towards 90-90-90 targets;
The current national ART treatment guidelines or recommendations providing guidance on first- and second-line ART, eligibility for TLD, management of patients transitioning to TLD, management of treatment failure, routine monitoring, management of ARV toxicity and service delivery for stable patients;
National TLD scale-up plan, including how TLD will be phased in and over what time period;
Examples of national patient-level data collection tools, such as clinical visit forms, patient registers or other data collection tools that will be needed to document clinical information on the use of TLD;
Examples of program reporting tools that will be needed to report on use of TLD and patient outcomes on TLD; and
Information on the national pharmacovigilance systems, including how adverse drug reactions should be reported.
Slides that are formatted with a yellow band on the top and on the left-hand side (as depicted to the left) with a small globe icon in the upper left corner contain clinical recommendations based on normative guidance from global bodies such as the World Health Organization (WHO). These may need adaptation to reflect current national guidelines. Please ensure that slides that accurately describe the national guidelines are used and those slides that are not applicable to the program are hidden from view or deleted. Some slides will also include yellow boxes to indicate where country-specific content must be included prior to the training. Additionally, once slides have been adapted to align with current national guidelines, they may be reformatted to remove the yellow banding if preferred by the organizers.

An adaptation guide is included at the end of this Facilitator Manual and may be used as a tool to support the adaptation process across the five modules of the training package including content in the PowerPoint Slides, Facilitator Manual and Participant Manual. Training organizers are encouraged to review the training content thoroughly to ensure content is up to date and relevant to the context. 

Facilitator Manual
The Facilitator Manual contains five modules. Each module includes:
An indication of the time suggested to conduct the full module;
Materials needed to complete the module;
Guidance on preparation before beginning the module; 
Step-by-step instructions for each slide, including training content and directions for leading participants through the training; and
Guidance on leading scenarios or role-play exercises. 

The Facilitator Manual also includes an adaptation icon (a globe) to indicate where content may have been adapted to align with country recommendations and references to the evidence available in mid-2018.
There are two appendices included in the Facilitator Manual:

Appendix 1 includes an adaptation guide providing specific instructions on adapting training content in the slides, Facilitator Manual and Participant Manual to align with country-specific recommendations. Additionally, the adaptation guide will highlight areas where guidance may change over time as new evidence becomes available.

Appendix 2 contains information on how to conduct a participatory training complete with the rationale for the activities and how the training is structured. Novice facilitators or facilitators who wish to improve their training skills are encouraged to read the additional materials. The facilitators may use the manual as a step-by-step guide while delivering sessions, as well as refer to the slide notes for technical background content. 

Training organizers and facilitators should ensure the training is adapted to reflect current country guidelines prior to the start of the training. The adaptation guide may be used as a tool to support the adaptation process, however in the Facilitator Manual an adaptation icon (a globe) indicates content that may have been adapted to reflect current national guidelines or may have been removed if irrelevant to the country context.

Participant Manual
The Participant Manual is divided into five modules. Each module contains:
Learning objectives;
Key content from each module;
Scenarios, instructions for role-plays and small group activity instructions; and
Space for note-taking.
Participants will use the manuals throughout the training. Participants should take home their manuals after the training to use as a resource. 

PowerPoint Slides
The PowerPoint slides contain each module’s learning objectives, key content to be delivered, scenarios and small group or paired activity instructions. The slides are to be used in conjunction with the Facilitator Manual. The Facilitator Manual includes the information included in the slides, and in some cases lists key points to emphasize when showing a slide. The key points are also included in the slide notes section for convenience when presenting. 
How to Use Each Module
Each module is divided into three components. The first component provides details such as the anticipated duration of the module, materials needed and preparation specific to the module. The second component provides details on the slides and space for users to adapt the materials to reflect national guidelines. The final component includes handouts, forms and other materials to be used when implementing the activities in the module. The key below explains each icon referenced in the Facilitator Manual: 


Training Program Schedule
The Introduction to Dolutegravir (DTG) for the Treatment of HIV Infection training package consists of modules that can be used alone or in combination. 

A sample agenda for a one-day training, including the five foundational modules is provided below with suggested times for each module. Facilitators may choose to omit certain modules or focus more or less on particular areas, given the experience level and needs of the audience. If sections of the training package will be omitted or expanded, the agenda should be adapted accordingly.

DAY 1
8:00-8:30	Participant registration 
8:30-9:00	Welcome, Introductions
9:00-10:00	Module 1: Introduction to the Course and Pre-test
10:00-10:15	MORNING BREAK
10:15-11:15	Module 2: Introduction to Optimization and TLD 
11:15-12:30	Module 3: TLD Eligibility
12:30-14:00	LUNCH
14:00-15:00	Module 4: Management of Patients on TLD
15:00-15:15	AFTERNOON BREAK
15:15-16:15	Module 5: National Plan for Introduction of TLD
16:15-17:00	Review, Post-test, Closing

Advance Preparation
Prior to the start of the training, the following preparations should be completed:

Review adaptation guide in Annex 1 of the Facilitator Manual
Update PowerPoint slides, Participant Manual and Facilitator Manual with country-specific content
Prepare participant folders which should include:
Participant Manual
Copy of Pre-test (Available on page 8 and 9 of the Facilitator Manual)
Training Evaluation Form (Available on page 98 and 99of the Facilitator Manual)
Pen or pencil 
Print/prepare a registration sheet (A sample registration sheet is available on page 7 of the Facilitator Manual.)
Prepare name tags for training participants
Develop and print training completion certificates (not included in the training package)
Collect materials needed for activities including: markers, flipcharts, easel, two bowls or small containers, 50 small candies
Print or draw pictures of common, every-day items such as a hammer, television, computer, stethoscope, syringe, etc.; print or draw enough pictures for half of the participants for the icebreaker activity in Module 1. (Some sample pictures for use are available on page 11of this manual.)
Download the Liverpool drug interaction app (https://www.hiv-druginteractions.org) on a smartphone or have the website open on the computer if internet is available

Starting the Day
Begin the training day by reviewing the agenda and orienting participants to the training facility (location of bathrooms, where meals will be served, etc.) and any other logistics. Circulate a registration sheet among the participants and fill out name tags for participants and facilitators. This should take no more than 5–10 minutes. 
Training Evaluation
Pre- and Post-tests 
The training package includes pre- and post-tests consisting of questions intended to measure participants’ knowledge of key content and skills related to ART and dolutegravir (DTG). 

The Pre-test is designed to give participants a sense of what they need to know and be able to do by the training’s end. The completed Pre-tests will give facilitators a sense of what participants know and do not know before the training. Ideally, a training facilitator will review and score completed Pre-tests early on in the training in order to identify areas that should be adapted or reinforced during the training. Given time limitations, facilitators may opt to review a representative sample of Pre-tests after they are completed or provide the answers to participants and request them to score Pre-tests before returning them to the facilitators.

The Post-test questions are the same as the Pre-test questions. Post-test questions are designed to measure learning of key content and skills related to DTG introduction. Following completion of the Post-test, answers should be provided to participants.

Training Evaluation Form
The Training Evaluation Form provides information on how the training program should be improved in the future to better meet participants’ training needs. Please distribute training completion certificates to participants after they have handed in their Training Evaluation Form
Module 1: Introduction to the Course
Time: 60 minutes

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 

Materials:
Facilitator Manual (needed for all modules)
One Participant Manual for each participant (needed for all modules)
One folder for each participant (needed for all modules)
Module 1 slides for the Introduction to the Course 
Registration sheet
Name tags
One pen and one notebook for each participant
One Pre-test for each participant
Flipchart paper
Markers
Copies of the ice breaker activity sheet on page 11

Methods:
Interactive facilitator presentation
Pre-test
Paired activity

Preparation:
Print pictures of common, every-day items, such as a hammer, television, computer, stethoscope, syringe, etc. 
Prepare a flipchart with “Training Norms” written as the title.
Post slide “Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV Infection.”


Facilitator Notes
Slide: Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV Infection	Do:	Introductions; share the following:	Name	Professional background and current position 	Interest in this course and in the optimization of ARV	Reassure participants if the term “Optimize ARV” is new to them. 	Introduce the Course.	Note:	The introductions give the facilitators a sense of the level of existing knowledge and attitudes about optimizing ARVs and the use of dolutegravir. 	Ideally, adapt the training plan to suit the participants based on what is learned in the introductions. 
Slide: Training Agenda	Do:	Adapt the agenda to suit your training plan. Remove modules that you will not cover and order the modules according to your training plan. 	Present the training agenda. 	Use your best judgment as to when the participants need a short stretch break, a longer break and a break for lunch.	Always make time for questions and comments.	Ask:	Is there anything that you were hoping to learn today that you do not see captured in the agenda?	Is there anything on the agenda that you do not think belongs? 
Slide: Module 1: Introduction to the Course 	Do:	Introduce the module. 
Slide: Training Objectives: Introduction to the Course	Each module has its own set of objectives and main learning points. 	At the start of each module we will highlight the objectives. 	At the end of each module we will present the learning objectives again. Consider your own learning and ask yourself if you fully achieved what was set out for you with the objectives. 	Take responsibility for your own learning, ask questions when necessary and ensure that you have mastered the objectives.	Do:	Read the objectives listed on the slide.	Ensure participants comprehension. 
Slide: Activity	Do	Establish training norms.	Ask:	We planned an interactive training for you. I would like to ask that we all participate and stay fully engaged. Can I add that to the list?	What other training norms would ensure that our training is as effective as possible?	(Encourage participants to include items such as silencing phones, speaking in turn, participating fully, etc.)	If no one suggests it, say:	As we will be talking about treatment, treatment protocols and challenging cases, please respect patient confidentiality and the confidentiality of their families and friends. 	Do:	Use the flipchart to document the norms that the group establishes.
Slide: Participant Manual 	Do:	Orient the participants to their Participant Manual.	Participants write their name on the cover.	Say:	Your manual is yours to do with as you wish. You can follow along with the modules and take notes in the manual to use as a reference later on. 
Slide: Goal of this Training	Say:	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.
Slide: Activity	Preparation:	Pair the participants up.	Print enough pictures for each pair to have a unique picture. The pictures you will use are found in the Facilitator Manual on page 11. Print enough copies to ensure that each pair has one picture. Cut the paper so that you have six individual pictures from one page of paper. 	Say:	Sometimes it’s difficult to remember the patient perspective as we learn about new treatments and we see the disease and not the person we are caring for. But we also want patients to be satisfied with their care and with their treatment. In addition to learning about DTG and TLD ourselves, we also need to think about how we will talk to patients about it. 	So throughout this training we’re going to have a few activities that will help us figure out how to talk to patients about this and put ourselves in their shoes sometimes. 	But first we want to start with an ice-breaker.	Do:	Ask the participants to pair up and sit back-to-back. 	Give a printed picture to one person in each pair.	In each pair, one person will describe what they see in the picture. The second person will draw what their partner is describing. 	The person describing the item may describe it by using descriptive words, shapes, sizes, relationships in terms of size and space, etc. They may not describe how the item may be used, its purpose or function. For example, a TV would be described using shape terms rather than describing it as a machine used to watch programs. 	The person drawing may use page 2 of the Participant Manual to draw their picture. The person who is drawing may not talk or ask clarifying questions. Once they think they may know what the object is, they can ask, “It is a ____?” 	Allow three to four minutes for the pairs to work together. 	Debrief after three to four minutes have passed.	Ask:	What happened in this activity? 	Were you successful?	For those giving instructions, how did that feel? How did it feel to be misunderstood?	For those drawing, how did it feel to not be able to ask for clarification?	How does this relate to our work as providers? 	How might this relate to communicating with patients? 	(Possible responses: frustrating for the patient to not see the picture, frustrating to feel rushed, etc.)	Say:	Remember, everything that you learn today will need to be translated into practice. That practice includes communicating what you learn today to patients in your care. 	As we move through our training, consider the patient perspective. Consider how you can help them to “see the picture.” What you communicate to patients must be understandable, acceptable and realistic. We hope to give you opportunities to practice throughout the day. 
Slide: Pre-test	Say:
	The purpose of the Pre-test is to determine what you already know about optimizing ARV and what you know about the introduction and use of TLD.	Your test results will help us to determine what we should focus on most during the training.	You may already know a little about DTG or TLD, or it may be completely new for you. Do not worry if you do not know all of the answers. 	Do:		Participants complete the Pre-test.	As participants are working, circulate throughout the room and provide clarification or other support as needed.	Allow 10-15 minutes for participants to complete their tests. 	When all participants have completed, collect all Pre-tests. 		Ask:		How do you feel about the Pre-test questions? 	Were they easy or difficult? Why or why not?	Say:
	At the end of our training, you will complete a Post-test that will evaluate you in a similar way. 	You will receive answers to the questions after you complete the Post-test at the training’s end.
Slide: Training Objectives 		Review the learning objectives and main teaching points.
	Ask:		Are there any questions?


Training Registration Sheet 
	MEETING:	DATE:
	LOCATION 	BLDG/ROOM:
	FIRST and LAST NAME	Affiliation 	TITLE	EMAIL ADDRESS	Phone Number
1.						  
2.						  
3.						  
4.						  
5.						  
6.						
7.						
8.						 
9.						  
10.						


Pre-test Assessment for Health Care Worker Training on the Introduction of DTG for the Treatment of HIV Infection
Please circle the correct answer to each multiple-choice question below and write in the answer for the last question. Some questions have more than one answer. 

What does the term “Optimized ARV” mean? 
The best available ARVs that are effective for the patient and cost-effective for the public health system.
ARVs that the patient tolerates the best. 
ARVs that are the less likely to cause IRIS.
Using only ARVs recommended by the World Health Organization.

What does a viral load (VL) measure?
How many doses of ARVs have been missed
The amount of new HIV that has been released into the blood
The amount of ARV drug resistance
The number of cells that have become infected by the HIV virus

ARVs that have a “high genetic barrier to resistance” are those that:
Develop ARV drug resistance very quickly
Are easy for patients to take
Are difficult for the HIV virus to develop resistance to
Are expensive

What are some of the factors that challenge viral suppression?
Forgetting to take ARVs on time
Side-effects
Problems with drugs and alcohol
ARV stock-outs at the pharmacy

What are the advantages of TLD over currently used regimens?
Well tolerated.
Approved for use in infants, children and adolescents.
Patients can achieve viral suppression very quickly 
It can be used with hormonal contraceptives.
There are no side effects

What are the components of TLD?
TDF 300mg, 3TC 150mg, DTG 50mg
TDF 300mg, 3TC 300mg, DTG 50mg
TDF 150mg, 3TC 150mg, DTG 50mg
TDF 300g, 3TC 150mg, DTG 25mg


Can patients taking treatment for TB take TLD?
No, they should take another regimen
Yes, they can take both TLD and TB treatment with no change in dosing to their ARV regimen
Yes, but they must add an additional dose of 50mg of rifampin in their TB treatment
Yes, but they must add an additional 50mg dose of DTG 12 hours after they take their TLD

What are common side effects of TLD?
Headache
Nausea
Insomnia
Rash

If a patient who is taking TLD complains that it makes him feel dizzy, you should
Immediately stop his TLD and start another regimen
Tell him that TLD does not cause dizziness
Ask the patient to describe how severe his dizziness is
Ask the patient if he is taking any other medications

 TLD should not be used in
Pregnant women because of the increased risk of preterm delivery 
Women who may become pregnant because of the potential increased risk of neural tube defects
Pregnant women in the second or third trimester because of the risk of neural tube defects
TLD can be used in all adolescent and adult populations

What is the National Plan for introducing TLD to different patient populations?















Pre-test Answers:

1) a
2) b
3) c
4) a, b, c, d
5) a, c, d 
6) b
7) d
8) a, b, c, d
9) c, d
10) b
11) Answer varies





Ice Breaker Activity
Facilitator Instructions: Print this page and cut out each picture. Print enough copies so that half the participants have one picture.

	   		    
	
	          		



Module 2: Introduction to Optimization and TLD
Time: 60 minutes

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 

Materials:
Slides for the Introduction to Optimization and TLD 
Two bowls
50 small candies 
Flipchart paper
Easel
Markers

Methods:
Interactive presentation
Pair-share
Brainstorming
Demonstration
Message simplification activity

Preparation:
Review slides.
Decide how you will divide participants into small groups (by counting or another method) to ensure that the groups vary in composition throughout the training.
Prepare a flipchart with “Optimize ARV” written as the title. 
Prepare a flipchart with “Poor Adherence” written as the title.
Post slide: Module 2: Introduction to Optimization and TLD 

Facilitator Notes:
Slide: Module 2: Introduction to Optimization and TLD 	Do:	Introduce the module. 
Slide: Training Objectives 	Do:	Read the objectives listed on the slide.	Ensure understanding from the participants. 
Slide: HIV Life Cycle	Say:	Before we go any further, let’s review the HIV life cycle so that we are reminded of where and how the drugs we are talking about work.	We can also ensure that we all have a shared vocabulary around terms like “viral suppression” and others. We know that the virus usually attacks the CD4 cells. Let’s also go through the steps that it uses to do this. 	Do: 	Describe 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.	Say:	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 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. 
Slide: How ARVs work 	Say:	Remember that there are several different ARV drug classes and each drug class works by blocking a certain step in the HIV life cycle.	Before we talk about integrase inhibitors, let’s discuss the three most commonly used drug classes and how they work within the cell to disrupt the life cycle of the HIV virus so that it can no longer replicate itself.	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.  But they all prevent HIV from making more virus to release. When the virus is suppressed from replicating, the viral load is undetectable	We will first look at nucleoside reverse transcriptase inhibitors. 	Ask:	Who can name a nucleoside reverse transcriptase inhibitor or NRTI?	Who can describe how they work?
Slide: Nucleoside Reserve Transcriptase Inhibitors 	Key Points:	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 an “NRTI backbone.” Common examples are AZT and 3TC, or TDF and 3TC. 	Next, we will look at the non-nucleoside reverse transcriptase inhibitors.	Ask:	Who can name a non-nucleoside reverse transcriptase inhibitor? 	Who can describe how it works?
Slide: Non-nucleoside Reverse Transcriptase Inhibitors	Key Points:	Two well-known examples of NNRTIs are nevirapine, or NVP; or 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 are also inexpensive, which means the national program has been able to afford them for many patients. 	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. This is much more convenient than taking multiple tablets several times a day. It is easier for patients to take their medications if they only need to take them once a day.
Slide: Non-nucleoside Reverse Transcriptase Inhibitors: Disadvantages 	Say:	Most first-line regimens have been based on NNRTIs, especially EFV. Yet, there are some disadvantages to NNRTIs.	Ask:	What are some of the side effects that patients experience when they are taking EFV?
	Key Points:
	One of the problems with EFV in particular, is that some patients have neuropsychiatric side effects, like drowsiness, dizziness, or nightmares. Sometimes patients do not take their ARVs because of the side effects. Poor adherence can lead to resistance.	Ask:		Who can explain what resistance is? 

Slide: 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.
Slide: Genetic Barrier to Resistance and Potency
	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.	Ask:
	What happens to the patient then?
Answer: 	They have to change to second-line ART. 	Our second-line regimens usually include a protease inhibitor (PI). PIs are more on the right-hand side of this graph, meaning it is harder for the virus to become resistant to them. 	They are also positioned towards the top, meaning they are more potent than other drugs. 	Key Points:
	An optimal drug would be one that is on the upper right-hand side meaning it has a high genetic barrier to resistance and is potent. 	It is not on the graph here, but if we were to put DTG on the graph, it would be on the upper right-hand side, but we will talk about that in a few more slides.
Slide: Protease Inhibitors
	Key Points:		Protease inhibitors are another class of drugs. Protease inhibitors block the ability of the virus to mature so it can’t 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. But 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.	Ask:
	If PIs are harder to become resistant to, and are more potent, why don’t we use them in first-line instead? 	What are some of the issues with PIs?
Answer:	They can be difficult to tolerate. For example, LPV/r can cause nausea or diarrhea.	ATV/r is usually better tolerated, but it can cause “yellowing of the eyes” or jaundice. This is a cosmetic issue, but some patients may not want to take it because of this side effect.	They may react with other drugs (e.g. TB drugs).	They require patients to take multiple tablets to make a complete regimen.	They are expensive.	Note:
	There are other classes of drugs, such as fusion inhibitors, CCR5 antagonists and some newer classes in development, such as maturation inhibitors that are not used in the national program. This training does not go into details on these, but we will talk next about a new class of drugs called integrase inhibitors. 
Slide: 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. 
Slide: Integrase Inhibitors 	In this slide, we are getting a closer view of how integrase inhibitors work and where. 	Now you are looking at a close up of how the viral and cellular DNA integrate in the nucleus of the cell. 	The integrase helps the virus insert its viral DNA into the DNA of the cell.
Slide: Integrase Inhibitors 	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.
Slide: Integrase Inhibitors 	Key points:	Important characteristics of integrase inhibitors:	They have favorable safety characteristics and low toxicity. Recently concerns have been raised about the safety of DTG for women who may fall pregnant. It is unclear if the concerns are related to only DTG or other integrase inhibitors also.	They are well tolerated.	They have fewer drug interactions compared to some other ARVs.	They are potent.	Patients on integrase inhibitors experience rapid viral load suppression.	We’ve come a long way from the early days of ART, when many of the drugs we used like stavudine, were toxic but still life-saving for those who were sick. Over time newer drugs that are less toxic and easier to take have become available. We’re able to start treating people before they become sick from the virus. 	Integrase inhibitors are one of the newest classes of drugs that are even better than what came before. 	However, it’s also important to note that this is a relatively new class of ARV, so we have not had the same amount of experience using them compared to other ARVs. 	Ask:
	Has anyone heard about the concerns raised about dolutegravir?
Slide: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant	Note: 	In May 2018, preliminary data from an observational study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. 	This slide may be updated or removed as appropriate as additional data becomes available.	Say:	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	However, data from Botswana, the first country in Africa to start using DTG, found there could potentially be an increased risk of a birth defect called a neural tube defect in infants born to women who started using DTG before becoming pregnant.	There were four NTDs among 426 women who started DTG before becoming pregnant compared to 14 NTDs in 11,000 women taking other ARVs.	These numbers are still small, so we are not certain if there is really an increased risk with preconception exposure to DTG.	More data is expected in the coming year, so we will better understand what the risk is when new information becomes available.	In the meantime, the program has decided to be cautious about using TLD in anyone who may become pregnant.
Slide: Activity Optimized ARV: Pair/Share
	Now that we have reviewed some of the pathophysiology of HIV and the drug classes, including the new drug class of integrase inhibitors, we want to talk a little bit about what we mean when we talk about optimizing HIV treatment.	Some of you may have heard the phrase “Optimized ARVs” or something similar. For example, you may have heard the terms “treatment optimization, “optimal ARV,” or “optimal treatment.” Some of you may not have heard about “optimization” in the context of HIV treatment regimens. 	Turn now to your neighbor. For the next two minutes share what you know about the term “Optimized ARVs.” If you have never heard the term used, what do you think it means? Share the questions you may have about it. 	Note key terms and words you have heard that may describe optimized ARVs in your Participant Manual on page 15. 	Do:		After a few minutes, call the participants’ attention to the front of the room. 	Invite a few of the pairs to share what they discussed; not every pair needs to report to the group.	As they are defining the terms, write their main ideas on a flipchart. 	As participants are sharing their ideas, affirm and elaborate on ideas that are correct; correct misinformation. 
Slide: Optimized ARV	Key Points:	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, and it 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.	Ask	How important is it for an optimal ARV to be harmonized across all populations? 	Key Points:	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 a new drug 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 means that many people who could potentially 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.	All of those reasons are beneficial for the patient and make it more likely that they will be able to continue to take their medications as prescribed. 
Slide: Why Optimize ARVs?
	Key Points:		ARV optimization will help countries reach the UNAIDS 2020 global targets. 	Ask:
	Who knows what the UNAIDS 2020 targets are?	Key Point:		The target 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 target and aiming for 95-95-95 by 2020. 	With such ambitious targets, we need the best drugs available to get to the last 95.	Ask:		The last 90 involves 90% of people achieving “viral suppression.” We just used the term “viral suppression.” Who can define that term for us?	Answer: 	Viral suppression is defined as a viral load that is undetectable. 	The threshold for “undetectable” may vary depending on the PCR machine that is used, however in general we are most concerned about viral loads that are >1000 cop/mL, so that is how we usually define viral failure.
Slide: Why Optimize ARVs?		The last 90% of the 90-90-90 goal is about ensuring that 90% of those on treatment are virally suppressed. We sometimes use the term “undetectable viral load” to describe the same thing.	We are going to focus, first, on challenges around achieving viral suppression for patients. 		Ask:
	What are some of the challenges to achieving viral suppression?	   Possible answers: 	Inadequate adherence 	HIV drug resistance	Stock-outs 	Drug interactions 	Poor absorption 	Inadequate dosing 	Poor quality drugs, etc.	What is the most common reason why patients have detectable viral load? 
Answer: 	Poor adherence
Slide: WHY Optimize ARVs? 		Note:	Please use this slide to share country-specific information. You can choose the content that you wish to share, but if data on the country progress towards 90-90-90 is available, consider: 	Commenting on the specifics of your country program and country-level statistics.	Demonstrating optimism for the benefit that optimal ARV can have in your country.	Note:	For countries that have completed a population-based HIV impact assessment (PHIA), details on progress towards 90-90-90 targets may be found at:	http://phia.icap.columbia.edu/countries-overview/	For countries that have not completed a PHIA, this data may be available from the national program or from: http://www.unaids.org/sites/default/files/media_asset/Global_AIDS_update_2017_en.pdf
Slide: Activity	Note: 	This activity is intended to inspire an empathetic response among participants to the challenges that their patients may face with adherence to their medications. 	Say:	As we mentioned in the beginning, we are going to give you opportunities to try to put yourselves in the shoes of your patients. 	Let us do a short demonstration now to start our discussion on adherence. This demonstration will help us to start thinking about some of the reasons for poor adherence. 	Do:	Ask for three participants to volunteer for this demonstration. 	Each of the three demonstrations will be slightly different. Please read the instructions before facilitating the activity. 	Demonstration One:	Hand the first participant volunteer two bowls. One bowl should be empty. The second bowl should have 50 or so small candies in it. 	Tell the participant that he or she has exactly 30 seconds to transfer exactly 30 candies, one-by-one, from the full bowl to the empty bowl. The participant should aim to put the 30th candy in the bowl at the 30-second mark. 	Do not count down the time or indicate in any way that time is passing. 	At the end of the 30 seconds, stop the participant and ask the participant to count how many candies were transferred to the empty bowl. 	Ask the participant:	How might this demonstration be like taking ARVs?	Answer: 	ARVs are taken at specific intervals 	A specific number 	Regulated, etc.	How did it feel to not understand why you were doing this task? Did you think that this activity might be pointless?	How might patients feel about taking ARVs when they feel perfectly healthy?	Demonstration Two:	Hand the second participant volunteer the same two bowls. One bowl should be empty. This time, the second bowl should only have 20 or so candies in it. 	Tell the participant that he or she has exactly 30 seconds to transfer exactly 30 candies, one-by-one, from the full bowl to the empty bowl. 	Do not count down the time or indicate in any way that time is passing. 	At the end of the 30 seconds, ask the participant to count how many candies were transferred to the empty bowl. 	Ask the participant:	How did it feel to be unsuccessful with such a simple task? 	How did it feel when you knew you did not have the 30 candies that I asked you to move? 	How might this demonstration relate to patient challenges with ARVs?	Demonstration Three:	Hand the third participant volunteer one empty bowl. This time, you, the facilitator, should hold the second bowl with 50 or so candies in it. 	Tell the participant that he or she has exactly 30 seconds to transfer exactly 30 candies from the full bowl to the empty bowl. 	This time, though, the participant must ask you for three candies at a time. You must hand the participant three candies and he or she will deposit them one-by-one into the empty bowl. Feel free to delay the hand off, give two instead of three, and otherwise make the activity more challenging. 	Do not count down the time or indicate in any way that time is passing. 	At the end of the 30 seconds, ask the participant to count how many candies were transferred to the empty bowl. 	Ask the participant:	How might this demonstration be like taking ARVs?	How did it feel to know that you had to ask for candies often enough that it kept you from reaching your objective? 	How might this demonstration relate to how clinics and patients interact?	Answer: 	Clinics do not always work according to the schedule or needs of the patient. 	Ask:	Why do you think we did this activity?	Do you think that we, as providers, are aware of all of the challenges that patients have with adherence? 	What are some of the challenges we highlighted in this activity?	Answer: 	Keeping to a schedule	Stock-outs	Conflicts between clinic and patient need, etc.	Say:	In many cases, patients may not understand why they are taking their medications, just as in the first demonstration. Plus, the idea of taking drugs while still well is a new idea that many people do not understand. 	We also know that health systems are not always in sync with what a patient may need in terms of clinic hours, or amounts of medication that they can be prescribed at a time, and so on.
Slide: Activity		Do:		Prepare a flipchart in advance. Write “Poor Adherence” at the top of the flipchart as its title. 	Conduct a group brainstorming. 	Say:
	In our activity, we just described some of the challenges that we and patients face in getting to viral suppression. 	Ask:		What are some of the reasons why patients may have poor adherence to their medications? 	As you consider the reasons, try to think broadly. Think about how a patient may respond. How might a provider respond? How might someone from the Ministry of Health respond? 	Do:
	Write the participants’ responses on the flipchart. Encourage participants until you have the at least the following items on the list:	Forgetting	Side effects or fear of side effects 	Feel healthy	Lack of privacy	Lack of food to take with medications
Slide: Challenges to Viral Suppression		As we mentioned, there are many reasons that patients may have poor adherence to their medications; in no way is this an exhaustive list. 	We can also consider the reasons for poor adherence as falling into the following three categories: 	Individual or patient-related factors	Health service factors	Community or social factors
Slide: Challenges to Viral Suppression: Individual/Patient Factors
	Ask:		What are some individual or patient factors that might create challenges to viral suppression?
Answers:	Forgetting to take medications on time	Wanting to avoid side effects	Acceptance of and disclosure of their infection	Travel	Mental health problems	Drug and alcohol use	Understanding the instructions on how to take their ARVs 	Ask: 
	We described “Optimal ARVs” earlier, how do you think that Optimal ARVs might support adherence in patients? 
Answer: 	Patient-level factors that affect how patients adhere to their treatments:	Effectiveness 	Low toxicity 	Tolerability 	Say:
	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 either have 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. 
Slide: Challenges to Viral Suppression: 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 to 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 be afraid to tell her husband about taking ARVs because she fears his physical or emotional abuse.
Slide: Challenges to Viral Suppression: Health System Factors
	Sometimes we have problems within the health system that create challenges for patients that may lead to having low, or subtherapeutic levels of ARVs in their system.	Ask:	Who has ever had a stock-out of ARVs in their clinic?  	What happened? 	Were patients able to continue with their regimens as planned and prescribed?	Say:	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 reason.	If the virus continues to replicate in the presence of low levels of ARVs it can lead to the development of drug resistance. 
Slide: Optimized ARVs Can Help Us Overcome Some of These Challenges to Viral Suppression	Key Points:
	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.
Slide: 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.	But as mentioned earlier, this is a new drug that we are learning about, and we want to make sure is safe for all populations. Recently, 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. 	https://www.ip-watch.org/2017/05/24/beyond-obvious-direct-indirect-territorial-coverage-mppviiv-voluntary-license-dolutegravir/
Slide: 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.” 	We will largely be focusing on TLD for the remainder of this training. We will mention the specific situations where DTG 50mg will be used as a separate tablet. 
Slide: TLD 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 age that we will discuss in the next module.	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.	Therefore, when we look at all the characteristics of TLD, it makes it a very good ART regimen for the program, which is why there is a lot of excitement that we now have it available to prescribe.
Slide: Other new ARVs in the pipeline	TLD is a pretty optimal product, but there are still many drugs that are being studied or being developed that will be introduced in the future, and there are a few that you may have heard about already.	Key Points	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, or 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.	Note:	Additional information on pipeline ARVs can be found at: http://i-base.info
Slide: Training Objectives	Do:
	Review the learning objectives for this module.
	Ask:
	What questions do you still have about what was presented?	What still needs clarification?	Why do you think that what we talked about in this module is important for you to know and understand? 





Module 3: TLD Eligibility 
Time: 75 minutes

Objectives
After completing this module, participants will be able to:
Understand concerns about the use of TLD in women of childbearing age.
Describe indications for the use of TLD in different clinical scenarios.
Describe considerations for the use of TLD in different populations.

Materials
Slides for eligibility for TLD module
Two copies of the role play script

Methods:
Interactive presentation
Clinical scenarios

Preparation:
Decide how you will divide participants into small groups (by counting or another method) to ensure that the groups vary in composition throughout the training.
Post slide: “TDF/3TC/DTG (TLD) Eligibility” 

Facilitator Notes:
Slide: TDF/3TC/DTG (TLD) Eligibility	Say:	In this module, we are going to be talking about different patient scenarios and TLD eligibility. 
Slide: Training Objectives 	Do:
	Read and review the objectives listed on the slide.	Ensure that participants understand the objectives. 
Slide: Using TLD in Different Populations
	Note: 	In May of 2018 preliminary data from an observations study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed as appropriate as additional data becomes available.		Say:	In this module we are going to discuss different populations that will be eligible to start TLD.	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. pediatric, adolescent, adult)	Co-infection stats (e.g. TB, Hepatitis)	Other comorbidities (e.g. IVDU)	However, as was mentioned in the last module, some 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.	This is an important issue and will impact the way you prescribe and manage patients on TLD, so before we talk about the various categories of patients that are eligible for TLD, let’s spend a little bit of time talking about why there is concern about using TLD in women who may become pregnant.		Ask:
	Why is it important to think about the effects of a drug in women who are at different stages of pregnancy?		Key Points:
	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.	
Slide: Impact on Fetus In Utero Depends on Timing of Exposure	After conception the fetus goes through different stages of development.	At first it is just a ball of cells that are multiplying, but in the first month after conception the cells start to develop into different organ systems. This is the period of organogenesis.	If something goes wrong during organogenesis, this can cause a major birth defect.	After the organs form, the fetus continues to grow and develop but the major organ systems have already formed.	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 exposure to a teratogen depends on when it occurs. If exposure happens very early on, organ systems may not develop properly.	Say:	This is important to understand because the concerns that have been raised are about a defect that occurs very early on, within the first month of pregnancy, which is usually before most women know they have become pregnant.	This concern arose because of some early findings from a study in Botswana.
Slide: New Data: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant	Note: 	In May of 2018 preliminary data from an observations study in Botswana noted a potential increased risk of neural tube defects (NTDs) in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed, as appropriate, as additional data becomes available.
	Say:	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 any ARV, 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 NTDs.	This raises concern about exposure to DTG very early on, before a woman even knows she is pregnant.
	Ask:	What is a neural tube defect?
Slide: Neural Tube Defects	Key Points:	The brain, spinal cord and spine, or what we call the central nervous system, forms during the first month after conception.	When the fetus first begins to develop, some of its cells develop into a special layer that will close into what is called the neural tube. This happens within the first 28 days of development. 	If something goes wrong as the neural tube develops and it does not close properly, then there is a defect in the central nervous system, which we call an NTD. But because the tube closes by 28 days, this problem happens very early on.	Usually NTDs are very rare, only occurring in about 1 out of 1,000 births, so it was concerning to see a higher than expected number of them in Botswana.	Say:	There are different causes of NTDs including genetics, exposure to toxins, or nutritional deficiencies.	Folate deficiency in the mother can increase the risk of NTDs, which is why folic acid is included in prenatal vitamins.	However, because we are concerned that a drug may cause a neural tube defect, the risk from exposure is actually at the time of conception, or in the first couple of weeks after, before a woman even realizes she is pregnant.	There are different types of NTD’s, some can be corrected with surgery, but most often they cause permanent paralysis or even death.	Ask:	What was a drug that we used to worry increased the risk of NTDs in the past? 
Answer:	There used to be concern that EFV caused NTDs. This was based on some of the early animal studies that were done before EFV was used in humans. This is why we used to avoid EFV in women of childbearing age or in early pregnancy.		Key Points:	However, it is important to remember that the risk period for NTDs is actually early on in the first month of pregnancy, not later on after the neural tube has already closed. This is before a woman even knows she is pregnant.	Even though we avoided EFV in women of childbearing age, there were still many thousands of pregnancies that occurred in women who were taking regimens with EFV.	Over time we came to realize that EFV does not increase the risk of NTDs, which is why we can safely use EFV in women who may become pregnant or are already pregnant.	Say:	We are now seeing a signal that DTG exposure at the very beginning of pregnancy may increase the risk of NTD’s. Our concern is not DTG exposure in women who are already pregnant, but really for those that start DTG before becoming pregnant. 	We have to worry about this risk in any woman of childbearing age who may become pregnant.
Slide: Using TLD in Women of Childbearing Age	Note: 	In May of 2018, preliminary data from an observations study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed, as appropriate, as additional data becomes available.	Ask:	What are some of the things that the program has to consider when deciding if TLD should be used in women of childbearing age?	Do:	Encourage discussion amongst the participants on the risks and benefits of using TLD in women of childbearing age. 	Encourage conversations about programmatic considerations when deciding what recommendation to make.		Key Points:	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.	If women are using effective family planning and there is no risk that they may fall pregnant, they may use TLD safely. However not all women have reliable access to family planning or may not use it regularly.	The definition of “women of childbearing age” includes adolescent girls after menarche, and older women until menopause. Women of childbearing age includes most women.	Women of childbearing age includes 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.	It is a difficult decision to make because there are many different risks and benefits that have to be considered. 
Slide: Clinical Scenarios	Say:	Now that we have discussed why, for now, we will avoid using TLD in women who may fall pregnant, let’s talk about populations that are eligible for TLD.	Key Points:	When we consider different patient groups who may be eligible for TLD, we can think about three main groups:	First, there are patients initiating first-line ART who may be treatment-naïve or who are returning to care.	There are also patients who are already on first-line:	Patients on TLE, which was a preferred regimen for adults and adolescents	Patients on TLE who are experiencing side effects from their regimen, and 	Patients on alternative or legacy regimens.	There are also second-line patients:	Patients with treatment failure on first-line who need to be switched to second-line, and	Patients who are already on second-line.	Say:	In addition to thinking about the potential for falling pregnant, let’s go through the other considerations for these three groups.
Slide: Considerations for Patients Initiating First-line ART
	Ask:
	Which patients are now eligible for first-line ART?		Key Points:
	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, especially because since “Treat All” there are many patients who are starting ART but are healthy and have higher CD4 counts. Because 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 but have previously taken ARVs and stopped for some reason.	We also have to remember that more than half of patients initiating ART are women. For those that are already pregnant, TLD is safe for them to take. For women who may become pregnant, TLE is the preferred regimen.
	Slide: Patients Returning to Care		Ask:	Who are some of those patients who may have previously been taking ARV’s or are “ARV exposed?”		Key Points:	Previous guidelines used to recommend ARVs for pregnant or breastfeeding women with higher CD4 counts for only a short period of 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. 		Ask: 	What is something we have to think about in those patients that may have previously been taking ARVs but stopped?
Answer:	Patients who are returning to care may have developed NNRTI resistance if they were on NVP or EFV. 	An advantage of starting TLD in this population is that this regimen will still be effective even if they have NNRTI resistance. 	For women who may fall pregnant however, we need to consider the risks and benefits of different regimens to select the safest option.
Slide: Q & A: Initiating Patients on TLD	
Ask:
	What instructions would you give a patient who is initiating on TLD?	How do we monitor patients who are on TLD?	What about patients who are returning to care? Would you say anything else to them?
Slide: Initiating Patients on TLD		Note: This slide should be adjusted to reflect national recommendations on the schedule for follow up and laboratory monitoring of initiating patients. 		Key Points:
	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 age, it is important to emphasize that an alternative regimen to TLD should be used if there is a chance of pregnancy.	Patients should return to the clinic for follow up in two weeks, but they may return to the clinic if they have any problems.	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 patients have viral suppression, then VL is repeated in another 6 months. If they maintain viral suppression, patients should then have VL monitoring every 12 months.	For patients returning to care, if they previously took ARVs for 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. 
Slide: 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 experience some side effects from EFV, though the side effects are not severe enough to substitute another drug for EFV.	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.	There may also be patients that are on different combinations such as: 	AZT/3TC + EFV	TDF/3TC + NVP	Ask:		Why would some patients be on these different combinations? 	What may be some of the problems they are facing?
Answers:	Sometimes a patient may be on suboptimal or legacy regimens because of toxicity or drug intolerance. For example, some patients with renal disease may not be able to take TDF, so they are on an alternative NRTI backbone, which may include AZT. (Another possibility would be ABC.)	Some patients have severe side effects that make them unable to tolerate EFV. In these cases, we may use an alternative regimen containing NVP or a PI.	There can be problems when patients have to take multiple tablets. Dosing schedules may not be aligned, so some drugs in the regimen would be taken once daily, while others may be twice daily.
Slide: What are the advantages of TLD compared to other first-line ART regimens?	Ask:	What are some of the advantages to having patients on first-line change to TLD?
Answer: 	This is a better tolerated option for patients having side effects on TLE or who were switched to another regimen such as TDF/3TC + NVP because they could not tolerate EFV.	For patients on older regimens like AZT/3TC/NVP, this would be an opportunity to update them to something that is more convenient to take and has lower toxicity.	It is also more convenient. It is one tablet that is taken once daily, compared to some older or alternative regimens.	Because DTG is a more potent ARV with a higher genetic barrier to resistance, the risk of treatment failure is lower and even if a few doses are missed, it is less likely that patients will develop resistance.	Say:	In general, patients who are currently on first-line may be changed to TLD as long as they are able to take TDF and are not going to fall pregnant.
Slide: Can patients already on first-line ART use TLD?	Ask:
	Can patients who are currently on first-line already change to TLD?		Say:
	Yes, most patients who are currently on first-line may be changed to TLD for the reasons that we mentioned in the last slide, as long as we are sure they will not become pregnant.	But there are additional considerations for patients who are already on first-line.	Patients who are stable may be coming to the clinic less frequently.	We also have to consider whether a viral load is needed before making a single drug substitution.	
Slide: Differentiated Service Delivery for Stable Patients	Note: 	This slide should only be included for programs that are implementing differentiated models of care for stable patients and adapted to include the current recommendations. 	If differentiated models of care are not being implemented, then this slide and the following may be deleted.	Say:	Many patients who are already on first-line ART are doing well and are “stable.” To make things easier for them and make the clinics less congested, we have started implementing new models of service delivery so that patients don’t have to come to the clinic so often. 	If they are doing well they can come for follow up every 3-6 months and pick up 3-6 months of refills at a time. 	In some cases, patients may even be able to receive their drugs in the community. 
This also helps us because the clinics are not as congested, and we can take time with the patients who are sick. 	Ask:	If stable patients are coming less often to the facility, what do we have to consider if they are changing to TLD?
Slide: Differentiated Service Delivery for Stable Patients Starting on TLD	Note: 	This slide should only be included for programs that are implementing differentiated models of care for stable patients and should be adapted to include the current recommendations on whether changes should be made to the frequency of clinical follow up, number of months of TLD that can be dispensed, if non-facility ART distribution sites will be able to dispense TLD.	Key Points:	When we are giving a patient a new drug, we want to make sure they don’t have any problems, such as new side effects or other issues. Patients may have been coming to the clinic every 3 or 6 months for clinical follow up, but we may need to consider if earlier follow up is needed after drug substitution, or if we should counsel our patients to come earlier only if they experience problems.	We also need to counsel women that they should return to the clinic sooner if they stop using contraception or decide they want to become pregnant.	When introducing a new ARV, we may worry that there will not be enough to provide more than one month’s supply to our patients, as there have sometimes been problems with stockouts. We need to make sure there is enough TLD in the pharmacy to provide multi-month prescriptions.	If patients are receiving their ARVs in the community or someplace that is not in a facility, we also have to make sure the TLD will be there for them.
Slide: Substituting TLD in Patients Already on First-line ART		Note: 	Add the national protocol for substituting TLD for a patient’s current first-line regimen. Include if there is requirement for VL to ensure viral suppression prior to substitution and/or recommendation for VL after substitution.		Say:	We consider a patient stable when they have viral suppression. When patients have viral suppression, we know their treatment is working and they most likely do not have drug resistance. 		Ask:	If a patient is already on first-line ART, do they need to have a VL before we change them to TLD?
	Key Points:	If VL is required to ensure viral suppression prior to substitution, explain the rationale and mention the acceptable interval since last VL showing viral suppression.	If VL is not required prior to substitution, explain the rationale but mention if there is a recommendation for VL after substitution or alternative criteria to determine which patients on first-line may substitute TLD for their current regimen. 
Slide: Treatment Failure	Ask:	When we monitor patients using VL, how do you determine when a patient has treatment failure and needs second-line?	Key Points:
	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.
Slide: Using TLD for Second-line ART		Note:	This slide reflects 2018 PEPFAR guidance regarding use of TLD for second-line ART. Adjust according to national guidelines or remove this slide if national guidelines do not recommend TLD for second-line ART.		Key Points: 	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.	However, 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. 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.	But 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 3 - 6 months after changing to TLD, to make sure they have suppressed the virus. 
Slide: Substituting TLD for Patients Currently on Second-line ART		Note:	This slide reflects 2018 PEPFAR guidance regarding use of TLD for second-line ART. Adjust according to national guidelines or remove this slide if national guidelines do not recommend TLD for second-line ART.		Key Points:		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 3 - 6 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.
Slide: Eligibility for TLD	Note: 	This slide reflects 2018 PEPFAR guidance regarding use of TLD for second-line ART. Adjust according to national guidelines if national guidelines do not recommend TLD for second-line ART.		Key Point:		Most adolescent and adult patients are eligible for TLD.
Slide: Use of TLD in Different Populations 	Say:	In addition to specific scenarios such as initiating first-line, continuing first-line, or switching to second-line, there are also considerations for different populations. 	We’ve already talked a little bit about one specific population, but let’s go into a little more detail now.
Slide: Special Considerations in Pregnant and Breastfeeding Women		Ask:	Why do we think about pregnant and breastfeeding women differently when it comes to treatment for HIV?		Key Points:	We are concerned about both mother and infant:	We want to make sure the ARVs are effective in suppression 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 side effects of the drugs or 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.
Slide: Use of TLD in Pregnant and Breastfeeding Women		Note: 	Specify here whether women who are currently pregnant or breastfeeding and stable on another regimen should be changed to TLD in accordance with national guidelines on use of TLD in women of childbearing age. 		Key Points:	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 TLD is safe during pregnancy after the first month, the population we are concerned about is anyone who may become pregnant.		1Thorne C, Favarato G, Peters H et al. Pregnancy and neonatal outcomes following prenatal exposure to dolutegravir. 9th IAS Conference on HIV Science July 23-26, 2017 Paris France. Abs MOPEC0609.	2Zash R, Jacobson D, Mayondi G et al. Dolutegravir/tenofovir/Emtricitabine (DTG/TDF/FTC) started in pregnancy is as safe as efavirenz/tenofovir/Emtricitabine (EFV/TDF/FTC) in nationwide birth outcomes surveillance in Botswana. 9th IAS Conference on HIV Science July 23-26, 2017 Paris, France. Abs MOAX0202LB. 	3Mulligan N, Best B, Wang J et al. Dolutegravir Pharmacokinetics in Pregnant and Postpartum Women Living with HIV. AIDS, 2018;32(6):729-737 	
Slide: Use of TLD in Women of Childbearing Age	Note: 	In May of 2018, preliminary data from an observations study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide should reflect current national guidance on use of DTG-containing regimens in women of childbearing age and should be updated if guidance on this issue changes.	Say:	While the recommendation may change in the future, for now the program has decided the best way to move forward is introducing TLD based on the evidence that is available now.	Keep in mind that this recommendation may change in the future.
Slide: Use of TLD in Postpartum Women	Note: 	In May of 2018, preliminary data from an observations study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed, as appropriate, as additional data becomes available.	Key Points:	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 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.	Say:	With all of these considerations in mind, the program has also made a recommendation on the management of women on TLD after delivery.
Slide: Summary	Note: 	In May of 2018, preliminary data from an observations study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 	Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed, as appropriate, as additional data becomes available.	Say:	This is a complicated issue, but until we have more information, there is a need to develop recommendations for what is best across the population based on what we know now.	This is a summary of the recommendations the program has made for now about use of DTG in women, though again, keep in mind that this may change over time.
Slide: Activity	Note: 	The purpose of this slide is to discuss how health care workers should counsel women of childbearing age about TLD. Although TLD may not be recommended for use in women who may become pregnant, health care workers may still encounter some women of childbearing age, or pregnant women who are taking TLD. These scenarios should be discussed to ensure participants are prepared to counsel these women.	 	Ask:	Here are different scenarios that you may encounter. What kind of counseling would you provide to these different women?	Do:	Encourage participants to come up with counseling messages for each scenario based on current national guidelines. 	Use the last scenario to transition to a discussion about adolescents in the next slide.
Slide: Use of TLD in Adolescents 	Key Points:	As we mentioned when we discussed dosing of TLD, it is approved for use in adolescents 10 years and older and above 30kg.1 	We know that in general, adolescents have lower rates of viral suppression compared to adults. 	Ask:	Why would adolescents have lower rates of treatment suppression compared to adults? 	What is different about them?	Key Points:	Adolescents may be given more responsibility for taking care of themselves, such as remembering to take their ARVs or coming to the clinic alone.	Some adolescents have not had their status disclosed to them, so they don’t understand why they have to take drugs, or after many years, they are tired of taking so many tablets. Or they may fear stigma from their peers about taking ARVs.	Some adolescents are in school, and it is difficult for them to return to the clinic on time to collect their ARVs or to keep their ARVs with them at school.	Adolescence is also a time of change, which sometimes includes rebellion or experimenting with risky behaviors. This can be a normal part of growing up.	There is a lot going on in the lives of adolescents, which makes it difficult for them to adhere to their ARVs.	Ask:	What makes TLD a good option for adolescents?	Key Points:	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 compared to taking multiple tablets.	TLD is potent and has a high genetic barrier to resistance, so even if a few doses are missed, they won’t develop resistance quickly and their ARVs will continue to work.	For many reasons, adolescence is a challenging period, but 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 use of TLD in women of childbearing age, so we have to follow the same recommendations in adolescent girls.	1 Dosing of TLD 300mg/300mg/50mg in adolescents 10 years and older and weighing greater than 30kg is endorsed in the PEPFAR COP 18 Guidance, as well as the Paediatric ARV Working Group of the World Health Organization.	
Slide: Patients with Tuberculosis 
	Note: 	Specify here national guidance on when patients who are currently on TB treatment and stable on a regimen compatible with TB treatment (e.g. TLE) should change to TLD. 	Include guidance on regimens to use during TB treatment, when DTG 50mg is not available.		Key Points:	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.		1 Dooley K, Kaplan R, Mwelase N et al. Safety and efficacy of dolutegravir-based ART in TB/HIV coinfected adults at week 24. Conference on Retroviruses and Opportunistic Infections March 4-7, 2018. Boston, MA. Abs 33
Slide: Activity		Say:
	We just talked about patients that have HIV and TB co-infection. As we all know, treating someone for HIV and another condition can become complicated. We all want to see patients do the very best as possible on their treatments. 	Let’s take a moment to try to put ourselves in the shoes of a patient and identify the role that we can play in helping them adhere and take their medications.	We will be doing a scripted role-play between a patient and the nurse attending to him in clinic. We will name the patient “Peter.” Peter will explain what he understands, and then we will hear the conversation between Peter and the nurse, as she tells him about his medications.	Do:	Invite two participants to the front of the room to participate in a scripted role-play. Assign one the role of “Peter” and the other the role of the nurse.	
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.	 	Ask:
	Oftentimes, medical visits are over at this point. If you were Peter, how would you be feeling at this moment?	If you were the nurse, how would you be feeling right now? 
Answer:	The nurse is busy and has a lot of patients waiting to be seen.	The nurse has a responsibility to Peter and wants to make sure he takes his tablets properly.	What do you think the provider has done right? 
Answer: 	Explanation of when the drugs should be taken.	What do you think that the provider could do better? 
Answer: 	A better explanation as to why the treatment is changing.	Explanation about why the DTG is being added in addition to TB treatment.	Could also reassure him that having to take so many tablets is necessary for now, but it is temporary and he will be able to go back to just taking one tablet of TLD when his TB treatment is over and his CD4 count increases. 	We talked about how beneficial TLD is, in that it reduces the pill burden. However, in thinking about Peter, what challenges might he face? 
Answer: 	Taking multiple tablets.	Taking medications at two different times of the day.	May have confusion about which tablet to take.	Will travel.	Maybe not being able to easily get more medication, etc.	What do you think your role is in helping Peter? 
Answer: 	Better describe the medications and their functions.	Counsel him about adherence.	Suggest taking medications at the same time as engaging in other routine activities or setting an alarm to remind him to take his tablets twice a day.	Empathize with him by acknowledging that you understand it may be difficult to take so many tablets and explain why it is important for his health. 	Find a way to ensure he has a way to get refills of his tablets.
Slide: Renal and Liver Disease 
	Key Points:		There is no dose adjustment needed for TLD 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, for patients with severe liver disease, an expert should be consulted to determine the best regimen.
Slide: Injection Drug Users
 	Patients who are undergoing methadone treatment for an opioid addiction – 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. 	
Slide: 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 INSTIs are active against HIV-2.	NNRTIs are not active against HIV-2.	The availability of TLD gives us the opportunity to harmonize the regimens for both HIV-1 and HIV-2. 
Slide: Patients Who are Not Eligible for TLD	Note: 	This slide should be adapted to include populations that are not eligible for TLD in the national guidelines. Include information on how women of childbearing age should not be initiated on TLD.	Say:	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, TLD may not be a good choice unless we are sure they are using an effective form of family planning. However, we expect 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. 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.	Note:	List the additional patient groups that are not eligible for TLD based on the national guidelines, here.
Slide: Training Objectives	Do:
	Review the learning objectives for this module.
	Ask:
	What were your main takeaways from this module?	What questions do you still have about what was presented?	What still needs clarification?	Why do you think that what we talked about in this module is important for you to know and understand?
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Module 4: Management of Patients on TLD
Time: 60 minutes

Objectives
After completing this module, participants will be able to:
· Identify and describe the management of common and serious 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 age who are on TLD.
· Describe management of patients with treatment failure on TLD.

Materials
· Slides for the management of patients on DTG-containing regimens module
· Flipchart paper for each of the small groups
· Markers for each of the small groups

Methods:
· Interactive presentation
· Role play
· “Face Off” quiz game
· Case studies

Preparation:
· Decide how you will divide participants into small groups (by counting or another method) to ensure that the groups vary in composition throughout the training.
· Post Slide: “Management of Patients on TLD”

	Facilitator Notes:

	Slide: Management of Patients on TLD 

Note:

· Please read this section in its entirety and ensure that the recommendations for your country are included.
· Delete or hide the recommendations that do not match that of your country program. 
· In particular, adapt the slides that have a yellow band on the top and left-hand side to your country program. 

Say:

· In this module, we are going to be talking about four main topics:
· Adverse events
· Drug interactions
· Laboratory monitoring requirements for patients taking TLD
· Women of childbearing age who are on TLD
· Management of patients who have treatment failure while taking TLD

	Slide: Training Objectives 
Do:

· Read and review the objectives listed on the slide.
· Ensure participants’ comprehension. 

	Slide: Adverse Events 
Ask:

· Most of us have been prescribing regimens with TDF and 3TC for many years. What adverse events have you encountered with either of those drugs? 
· What advice do you usually give patients who are having these side effects?
Key Points:

· 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, these are drugs that are well tolerated.
· An advantage to DTG over other ARVs is that it is generally well tolerated by most patients. 
· However, no drug is without some possible side effects, so there are still a few side effects that we need to understand and explain to patients. 

	Slide: Adverse Events Reported with DTG

Key Points:

· The most common AEs associated with DTG are:
· Nausea
· Diarrhea
· Sleep disorders (insomnia more 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.  Myopathy is rare, but something to keep in mind.

	Slide: DTG-related Adverse Events 

Key Points:

· 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 DTG.1 
· 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 had 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. 
 
Ask:
 
· Are there any AEs that we are concerned about with TDF or 3TC?
· What are the AEs that we are most concerned about with TDF in particular?

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.

	Slide: TDF-related Adverse Events:
Key Points:

· 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. 

	Slide: TLD Adverse Event: Case Study – Mary 
Case Study:
· Mary was previously taking TLE but recently changed to TLD.
· At her follow up appointment, she complains about not being able to sleep at night. 
Ask:

· What would you ask Mary?
Answer: 
· When is she taking the medication?
· Is she taking it with meals or on an empty stomach? 
· Is she taking any other medications?
· Is she pregnant?
· What advice could you give Mary?
Key Points:

· Our previous guidance for taking EFV was often to take it before sleeping because neuropsychiatric effects like sleepiness were expected.
· Patients may have been advised to take their ARVs in the evening, especially if they were on EFV. 
· However, if they are switching to TLD, they may consider changing the time they take their medication. For some people, taking TLD in the morning instead of evening can decrease insomnia. 
· It also may be that Mary was taking her regimen at night and was used to feeling drowsy from the EFV. Now she no longer has drowsiness and is having trouble getting to sleep.
· Mary’s problems sleeping may improve with time. 
· It is also important to ensure that if Mary is taking TLD she continues to use contraception.

	Slide: Insomnia and TLD 

· As mentioned, 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. 

	Slide: Initiating TLD in patient with TB: Case Study – Charles 
Case Study:
· You have a new patient named Charles who was referred by the TB clinic where he tested positive for TB and HIV.
· Charles tells you that he started TB treatment two weeks ago. He was previously coughing and had fever but since starting TB treatment he reports feeling better. He reports that he is taking his TB medication as prescribed. 
· He seems very engaged in his health care and is motivated to start on ART today.  
· You decide to start him on TLD and Cotrim prophylaxis.

Ask:

· What additional considerations are there for Charles starting on TLD?
Answer: 
· Because Charles is on TB treatment, he should be prescribed TLD once daily with an additional dose of DTG 50mg taken 12 hours after TLD.
Key Point:
· Remember that patients on TB treatment need to increase their dose of DTG by adding an additional 50mg of DTG 12 hours after taking TLD.

	Slide: Follow up of Charles

· At his follow up visit, Charles’ cough and fever have returned, and his lymph nodes are swollen, but he is not in respiratory distress. 
· He says he has been taking his TB treatment, as well as TLD in the morning and his extra dose of DTG in the evening. He is worried that the medicines he has started to take made his TB return. 
· His labs have returned and most significantly his CD4 is 80 cells/m3.
· At his follow up visit, he is out of breath, his cough and fever have returned, and his lymph nodes are swollen. His labs have returned, and you note that his CD4 is 80 cells/m3.
Ask:

· What questions do you ask Charles? 
· What is your concern? 

	Slide: Immune Reconstitution Inflammatory Syndrome (IRIS)
Key Points:
· IRIS is an exaggerated inflammatory reaction to a disease-causing microorganism that sometimes occurs when the immune system begins to recover following treatment with antiretroviral (ARV) drugs. 
· Immune reconstitution inflammatory syndrome (IRIS) occurs in two forms: "unmasking" IRIS refers to the flare-up of an underlying, previously undiagnosed infection soon after antiretroviral therapy (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 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.
Ask:
· What should we do with Charles? 
· Should he stop his ARVs?
Answer:
· No, in most cases of IRIS, patients should continue their ARVs.
· Patients should continue treatment for the underlying infection.
· Consider giving medicines for symptomatic relief. 
· In some cases, you may give steroids to decrease inflammation
· It is only in very severe cases, such as cryptococcal or TB meningitis, that we may wait to initiate the patient on ART until treatment for the underlying infection has started to work. 
Say:
· In the case of Charles, he should continue his TB treatment and ARVs and Cotrim. We should also explain to him why his symptoms have returned. It is important for him to understand that this is a sign that his immune system is recovering. We should explain that the ARVs he is taking have not brought back his TB. 
· We are concerned that if the inflammation becomes worse he may have more difficulty in breathing, so we may also need to consider whether he should be admitted to the ward for monitoring in case his condition worsens. 

	Slide: 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.

Ask: 

· What are some of the other ARVs that might provoke a hypersensitivity reaction?
Answers: 
· Nevirapine (especially if it is started at a higher CD4 count)
· Efavirenz

Say:

· 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 a patient develops hypersensitivity, whether it is DTG or another ARV, all drugs should be stopped until the patient’s condition improves. But 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. 

	Slide: Adverse Events: Case Study – Susan 
Case Study:

· A patient named Susan recently moved to your town. She was diagnosed with HIV many years ago but had not taken medication because she had a high CD4 count and was well. 
· However, now that the program has adopted “Treat All” and all patients are eligible for ART, she has been called back to the clinic and is ready to initiate ART.
· Susan tells you that after she had her fourth child she had her tubes tied because she does not want to have any more children. You start her on a TLD. When she comes back for her follow up visit, she reports nausea and dizziness. 
Ask:

· What questions would you ask Susan?
Answer: 
· When is she taking her medications?
· Is she is taking them on an empty stomach or with food? 
· What time of day she is taking her medications? 
· What other medications is she taking? etc.
Say:

· Susan reports taking her ARVs at night, right before bed. 
· Susan reports that she occasionally skips dinner, especially when money is tight.
Ask:

· Should you discontinue Susan’s ARVs?
· Should you switch Susan’s ARVs?
· What would you recommend to Susan? 
Key Points:
· Patients should be reassured that often symptoms will improve over time, but the importance of adherence to ART should also be emphasized.
· Patients should be encouraged to identify if there are any factors associated with feeling symptoms. For example, Susan may notice that she feels more nauseous on the evenings when she skips dinner. It may be helpful for her to recognize this and plan to have something small to eat to minimize this effect. 
· Patients who have previously been well may be less tolerant of experiencing side effects. One of the advantages of TLD is that it is generally very well tolerated so with “Treat All” there is less risk that we make people who otherwise feel healthy, feel worse by giving them drugs that have a lot of side effects. 

	Slide: Adverse Events: Case Study – Michael 
Case Study:
· You have another patient, named Michael, who also has TB. He is currently undergoing treatment for his TB and has been started on TLD with an additional dose of DTG 50mg.
· He comes to you complaining of feeling like his legs and arms are tingling. He says that at some points, he does not have feeling in his legs and arms.
Ask:

· What questions would you ask Michael?
· What do you suspect might be happening? 
Key Points:

· Just as in the previous case, it is important to assess the severity of symptoms. Ask if it interferes with adherence (to ARV or TB meds).
· There are multiple reasons why Michael may be experiencing these symptoms. The isoniazid (INH) that is usually part of TB treatment may cause neuropathy or tingling in his arms and legs. Additionally, DTG can also sometimes cause paresthesia, which feels like tingling or a pricking feeling.
· It may not be possible to know if the symptoms he is experiencing are due to INH, are from DTG, or a combination of both. If he started his ART and TB treatment at different times, then then the timing of when the symptoms started may help figure out the cause.
· But overall, it is important to ask Michael about the severity of his symptoms, if they are getting worse or better, if they interfere with his adherence to TB treatment or ARVs, and if there are other factors that may also impact the severity of symptoms – for example, patients who take a lot of alcohol, or patients that have liver disease may be more likely to experience INH-related neuropathy. 
· It is also important to take his complaints seriously. It may not be possible to detect the side effects he is experiencing by exam or lab tests, but it is important that we listen to what patients tell us and do our best to reassure them if symptoms are not severe, or offer supportive care to help alleviate any discomfort they may have.
· But as discussed previously, if patients are having severe AEs because of any drug, then it may be an indication that the drug should be discontinued. 

	Slide: Evaluation and Reporting of Adverse Events
Key Points:

· 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 it is equally important that we report AE’s 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 they are 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 should 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 are 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, figured 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. 

	Slide: Evaluation and Reporting of Drug-related Adverse Events
Note: 
· This slide should be updated with details on the national pharmacovigilance reporting system, as appropriate.
Say:
· If anyone has reported an adverse drug reaction to the national program, raise your hand.
Ask:
· Why is it important to report adverse drug reactions to the program?
Key Points:
· 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 is 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 ADR’s 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 ADRs. Even though it takes a little bit of extra time, it is important to do, not just for TLD but for all medicines.

	Slide: Drug-drug Interactions 

· 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.
Ask:

· What can you ask your patients about other medications they may be taking?
· Sometimes patients do not mention any over the counter medications they may be taking. How can you determine if they are taking over the counter medications?
· Sometimes, patients do not mention if they are taking a home remedy for their ailments or seeking treatment from a traditional practitioner. How can you ask your patients about other treatments they may be taking? 

	Slide: Drug Interactions with DTG 

· 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.
This table and the website can also be found in your Participant Manual, so you will have it as a reference. 

	Slide: TLD and Minerals
· TLD should 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 they are taken with food.
· However, 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.

	Slide: Pregnancy and TLD: Case Study – Elizabeth
Case Study: 
· One of your patients on TLD, who was using injectable contraception, becomes pregnant after missing several injections. 
· She has already attended her first ANC visit and is almost in her second trimester. You ask her about her visit. 
· She reports taking pre-natal vitamins. 
Ask: 
· How would you counsel her about taking TLD during pregnancy?
· What would you want her to know about the pre-natal vitamins?
· What are other things to consider regarding side effects due to pregnancy or new ARVs?
Key Points:
· Though there is concern about an increased risk of birth defects with the use of TLD, the risk period has already passed. The patient should be advised to continue on her current regimen.
· Prenatal vitamins often contain Calcium (Ca) or Iron (Fe).
· She will need to take ARVs at least two hours before taking her vitamins or at least six hours after if taking on an empty stomach. But if she takes her ARVs with food then it is okay to take her prenatal vitamins at the same time as her TLD. 
· If she does not usually take her meds around the same time as meals, she may want to take vitamins in the morning and TLD in the evening, or the other way around. Remembering to take medicine two hours before or six after another one is not very easy to do, but it doesn't have to be exact timing.
· Counsel the patient to help her figure out a way to manage the two treatments. If it is easier to take them at the same time, instruct her to make sure she takes them with food. However, if she doesn’t take meals at the same time, then she must take them separately. So as an example, she could take one in the morning and one at night. 
· Another thing to remember is that women who are pregnant have some side effects that could include nausea or vomiting. If your patient has recently started on ARVs and is also pregnant with side effects, it may be a challenge to figure out if her symptoms are due to pregnancy or ARVs. 

	Slide: Drug Interactions with DTG: Case Study – Blessing 

Case study: 

· A patient is ready to be initiated on TLD. When you take his medical history, you discover that he has epilepsy.
· He reports that he has been pretty well controlled on phenobarbital.
 
Ask:

· What else would you want to learn from him?
· What would you recommend? 

Key Points:

· Phenobarbital is contraindicated with DTG. It also interacts with EFV and other ARVs, but may still be given with them if there is close monitoring.
· If you decide to co-administer with EFV, check serum levels of phenobarbital. 
· In many settings, the choice is whether to change the antiepileptic, or give another ARV depending on what drugs are available. You may need to consult with a neurologist/specialist. 
 
Case Study:

· After consulting with the neurologist, you present the options to the patient and encourage him to try another medication to control his seizures. 
· He doesn't want to change his phenobarbital because nothing else has controlled his seizures.

Ask:

· What would you do now?
· How would you choose to manage the patient?

Key Points:

· In this case, another ART regimen is needed. 
· If possible, demonstrate the use of the Liverpool drug interactions website or app to look up interactions with phenobarbital and other ARVs. 

	Slide: Drug Interactions with DTG: Case Study – Joyce 

Case Study:

· A young woman is newly diagnosed with HIV and ready to initiate ART. 
· She is also using family planning and gets shots of Depo Provera every three months. 
· She is concerned because she heard that ART might make her contraception less effective. 

Ask:

· How would you counsel the patient?
· What would you tell her?

Key Points:

· DTG does not decrease the effectiveness of hormonal contraception (unlike EFV).
· She should still use condoms to protect herself against STIs and to protect her partners from HIV.
· She should return to the clinic if she decides she wants to stop using contraception and become pregnant, as her regimen will need to be changed before conception.
· Remind the participants that women on EFV using hormonal contraception should be advised to use an additional form of contraception. 

	Slide: Activity 
Do:

· In this short, fast activity, you will present a very short clinical scenario and participants will have to quickly determine if the patient:
· Does not need a dose adjustment to their TLD. 
· Needs a dose adjustment to their TLD or to another drug.
· Should stop using TLD.
· Or if there is a contraindication and drugs should not be administered together.
· Invite two participants to the front of the room to compete against each other in a “face off.” Have them stand face-to-face.
· Pose only one of the scenarios below at a time. 
· The participants at the front of the room, who are competing, slap their hands on the table or desk to indicate that they want to answer. The first person to slap the desk gets the opportunity to respond first. 
· If they respond correctly, by indicating if a dose adjustment is not needed, is needed, or if there is a contraindication; they stay at the front of the room and their competitor gets replaced by another participant. 
· The object of the game for the participants is to stay in the competition for as long as possible. 
· As the participants play, correct and reinforce as necessary. Consider using a timer to encourage fast and high energy play. 
 
Scenarios:
· Your male patient is on TLD and complains about heart burn. You suggest taking antacids. 
(Take ARVs at least 2 hours before or 6 hours after antacids containing Magnesium, but Calcium may be taken with TLD if taken with food.)
· Your male patient who is on TLD gets diagnosed with malaria. You prescribe Coartem for him. (No adjustment needed.)
· Your 65-year-old female patient who is on TLD has developed type-2 diabetes and has not been able to control their diabetes with diet and exercise. You decide to treat with Metformin (monitor blood glucose carefully, may need to decrease dose of metformin.)
· Your 20-year-old female patient is on phenobarbital to manage her epilepsy. She is diagnosed with HIV. She is using hormonal contraception and you want to initiate TLD. (DTG is contraindicated, a different antiepileptic or different ART regimen is needed.)
· Your 60-year-old male patient who was on TLD recently had a heart attack. You want to put him on beta-blockers to try to avoid another heart attack. (No adjustment needed.)
· Your 19-year-old male patient, who has been on TLD for the past 6 months, develops schizophrenia. The mental health provider suggests carbamazepine as a best course of treatment. (Additional dose of DTG 50mg should be given 12 hours apart from TLD.)
· Your 25-year-old male patient is taking Prozac (fluoxetine) to manage his depression. You want to switch him to TLD. (No adjustment needed.)
· Your patient was on TLD throughout her pregnancy. She delivered and now wants to take injectable contraceptives to prevent another pregnancy. (No adjustment needed.)
· A new patient comes to you. She takes an antiarrhythmic called amiodarone to control her heart rate. She is newly diagnosed with HIV and you want to start her on TLD. (No adjustment needed, but she should be advised to use contraception if she is sexually active.)
· The TB team refers a male patient to you who has been taking TB treatment successfully for two months. You want to start on TLD. (Add an additional dose of DTG 50mg 12 hours apart from TLD.)
· You have successfully treated your patient, who is an active heroin user, with TLD. She now wants to try to quit. You suggest taking methadone. (No adjustment to either drug needed however, if she is not using effective contraception, she will need to initiate TLE and her methadone dose may need to be adjusted.) 

	Slide: Routine Monitoring of Patients on TLD
Key Points:

· Patients are monitored to assess their clinical status, their adherence, if ART is effective, and if they have AE’s.
· 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 age if they are sexually active, are using contraception, or desire pregnancy.
Ask:

· How are patients monitored?
Key Points:
· 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. 

	Slide: Laboratory Monitoring CD4

Note: 
· This slide should be updated to reflect national guidelines on routine CD4 testing.

Key Points:

· We used to rely on CD4 to determine if a patient is eligible for ART.  With introduction of “Treat All,” CD4 count is no longer needed to determine treatment eligibility. 
· CD4 tests are still important to determine the patient’s disease state and to know if he/she has evidence of advanced disease. Patients with low CD4s may need additional testing or prophylaxis to screen and prevent OI’s such as cryptococcal meningitis.
· Patients with very low CD4 are at higher risk for disease progression and often need additional monitoring and support after starting ART.
· Additionally, when routine VL monitoring is not available, CD4 will still be important for monitoring response to ART, in addition to clinical monitoring.
· Even though all patients are now eligible for ART, we still need CD4, at least at baseline. 

	Laboratory Monitoring: Viral Load
Note: 
· The content discussed should be adjusted to reflect national guidelines on routine VL monitoring.

Key Points: 
 
· 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.

Ask:

· What is the recommendation for routine VL monitoring?
Answer:
· VL should be checked 6 months after ART initiation.
· If suppressed, then we resend in another 6 months (12 month after initiation). 
· If the patient has had 2 suppressed VLs in a row, they should have their VL checked yearly thereafter.

Ask:

· How else can you assess if an ART regimen is working to suppress the virus when VL is not available?


	Slide: Evaluating Effectiveness of ARVs When VL is Not Available 

Key Points:

· 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, improvement and symptoms are also indications that treatment is working.
· Additionally, measurements of adherence, such as pill counts, or number of pharmacy pick-ups may be used to assess adherence. 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.

	Slide: Laboratory Monitoring: Chemistries
Note: 
· This slide should be updated with the national recommendation on serum creatinine monitoring.
Key Points:

· 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 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.

	Slide: Laboratory Monitoring: Pregnancy Testing
Note: 
· This slide should be updated according to national guidance on use of TLD in women of childbearing age and during pregnancy
Ask:
· Is a pregnancy test required before starting TLD?
Key Points:
· We know that TLD is safe to use during pregnancy and breastfeeding, the risk period for NTDs is within the first 28 days after conception.
· 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.

	Slide: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant
Note: 
· In May of 2018, preliminary data from an observational study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 
· Additional data is expected to confirm or disprove this finding by early 2019. This slide may be updated or removed, as appropriate, as additional data becomes available.
Say:
· 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.
· However, very recently some data from Botswana, the first country in Africa to start using DTG, found there could potentially be an increased risk of a birth defect called a neural tube defect in infants born to women who started using DTG before becoming pregnant.
· There were four NTDs amongst 426 women who started DTG before becoming pregnant, compared to 14 NTDs in 11,000 women taking other ARVs.
· These numbers are still small however, so we are not certain if there is really an increased risk with preconception exposure to DTG.
· More data is expected in the coming year. We will better understand what the risk is when new information becomes available.
· However, in the meantime, the program has decided to be cautious about using TLD in anyone who may become pregnant.

	Slide: Women of Childbearing age
Note: 
· This slide should be updated according to national guidance on use of TLD in women of childbearing age and during pregnancy.


	Slide: Diagnosing Treatment Failure
Say:
· Coming back to viral load, remember that we reviewed the criteria for treatment failure and when we need to switch patients to second-line?
· Though TLD is a very good regimen, there will still be patients who do not achieve viral suppression.
Ask:
· Should we treat patients failing on TLD differently than those that are failing on TLE or another NNRTI-containing regimen?
Say:
· As we discussed in the last module, for patients taking first-line such as TLE, if they have two VL’s ≥ 1000 cop/mL 3 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 2 of the drugs in their regimen have a low genetic barrier to resistance.

Ask:

· However, TLD is more potent and has a higher genetic barrier to resistance so should we use the same criteria? It is not as likely that patients will have developed treatment failure.
· Is there a different algorithm that is needed?

	Slide: Treatment Failure on TLD

Note: 
· Adjust this slide to include recommendations for patients on TLD with VL ≥ 1000 cop/mL.

	Slide: Second-line ART After Failure on TLD

Note: 
· Adjust this slide according to the national guidelines for second-line ART after failure on TLD.

	Slide: Training Objectives
Do:
· Review the learning objectives for this module.

Ask:

· What were your main takeaways from this module?
· What questions do you still have about what was presented?
· What still needs clarification?
· Why do you think that what we talked about in this module is important for you to know and understand?
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Module 5: National Plan for TLD introduction
Time: 60 minutes

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 age 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.

Materials:
· Slides for the National Plan for introduction of TLD module
· Printed recommendations from the country where the training is taking place including job aids, circulars or other materials used to provide guidance on eligible patient populations
Methods:
· Interactive presentation 

Preparation:
· Decide how you will divide participants into small groups (by counting or another method) to ensure that the groups vary in composition throughout the training.
· Post slide “Module 5: National Plan for TLD Introduction.”
	Facilitator Notes:

	Slide: National Plan for TLD Introduction 
Note:
· This module will vary greatly from country to country.
· Before presenting, ensure that you know the latest country plan for introduction of TLD and specific guidelines for initiation in various patient populations and in various clinical scenarios. 
· Remember to adapt the slides with yellow borders on the top and left side to the particulars of your country.  
· Ensure that the Participant Manual is updated with the information presented in this session.
Do:
· Introduce the module. 

	Slide: Training Objectives
Do:
· Read the objectives listed on the slide.
· Ensure participants’ comprehension. 

	Slide: Discussion Point: TLD Introduction
Note: 
· The purpose of this slide is to discuss what different messages about the introduction of TLD participants or their patients may have heard. 
· It is also to reflect on past ARV transitions and remember some of the challenges that may have occurred.
Ask:
· What have you heard so far about how the national program is introducing TLD?
· What do you think patients have heard?
· Who remembers any previous transitions of ARVs? For example, when TLE was adopted as the preferred first-line?
(Ask follow-up questions regarding the process, how it was perceived by health care workers, and any successes or challenges to the transition.) 

	Slide: Consideration for TLD Introduction
Note: 
· This slide illustrates the point that there are several considerations that a program needs to plan for when introducing ARVs such as TLD.

Ask:

· When the program decided to introduce TLD, what needed to be planned?
Key Points:

· 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, and also, how many patients will be using other ARVs that they will also need to purchase.
· There is also a need to make sure the 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.

	Slide: Evolution in Use of First-line Major ARV Regimens

Note: 
· This is global level data illustrating the change in regimen used for first-line over time. If similar data is available from your country program, consider replacing this graph with a program-specific illustration to demonstrate that transitions to new regimens occur over time. 

Do:

· Highlight the timeline over which past ARV transitions occurred:
· WHO first introduced TLE, the preferred first-line, in 2013 guidelines, but it took several years for practices to shift.
· At the end of 2015, globally only 68% of LMIC were on the “preferred” first-line of TDF/3TC (or FTC)/EFV.
Say: 

· This graph shows the evolution in use of first-line major ARV regimens. It shows how long it took for some of the newly introduced ARVs to truly take hold and be used as treatment for large numbers of people. 

Ask:

· Why did it take so long for transition to take place?
Possible Answers:
· It took time to update HIV Treatment Guidelines.
· There was not enough TLE for everyone when it was first introduced.
· Health care workers continued to use older regimens because they did not feel comfortable or were not sensitized to using TLE.
· Patients did not want to change their current ARVs.
· There were many older drugs that had to be used up before changing to TLE.
Ask:

· If we now have even better ARVs, should this transition happen more quickly? 
· What can we do to make sure that even if this happens more quickly, we do not have challenges?

	Slide: Your Role

Note:
· Use this slide to motivate participants to make sure they understand and follow the National Plan for introduction.
Key Points:
· 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.
· Make sure the program is informed and able to address any challenges that may come up.

	Slide: Prescribing TLD to the Right Patients
Note: Please use this slide to provide information about the program’s plans for introduction. Please insert additional slides if more space is needed. This should include:
· The timeline over which the country is planning to transition all eligible patients to TLD
· The different stages of the introduction process:
· If the program is introducing TLD by population, explain the sequence and timeline over which populations will be started on TLD.
· If the program is introducing TLD to all eligible populations by geography/region, explain the sequence and timeline over which TLD will be introduced.
· Explain how health care workers will be notified when the next stage of transition begins, and that then they should begin prescribing TLD to a new group of patients.

	Slide: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant

Note: 
· In May of 2018, preliminary data from an observational study in Botswana noted a potential increased risk of NTDs in women with periconception exposure to DTG. 
· Additional data is expected to confirm or disprove this finding by early 2019. 
· This slide may be updated or removed, as appropriate, as additional data becomes available.

Say:
· 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.
· However, data from Botswana, the first country in Africa to start using DTG, found there could potentially be an increased risk of a birth defect called a neural tube defect in infants born to women who started using DTG before becoming pregnant.
· There were four NTDs amongst 426 women who started DTG before becoming pregnant compared to 14 NTDs in 11,000 women taking other ARVs.
· These numbers are still small however, so we are not certain if there is really an increased risk with preconception exposure to DTG.
· More data is expected in the coming year. We will better understand what the risk is when new information becomes available.
· The program has decided to be cautious about using TLD in anyone who may become pregnant.

	
Slide: Prescribing TLD to Girls and Women of Childbearing Age

Note: 
· Please use this slide to provide guidance on the current program recommendations for using TLD in all girls and women of childbearing age, including:
· Current guidance on whether TLD may be used in any girl or women.
· Definition of “childbearing age.”
· Criteria to define “effective contraception” (if applicable).
· What alternative regimens should be used in women of childbearing age.

Key Points:
· The program is being cautious about using TLD in women of childbearing age until more information is available.
· The recommendation about use of TLD may change over time when more data becomes available.
· It is important to convey this uncertainty to patients so that in the future, if reassuring information becomes available, there will not be fear of using TLD during pregnancy.

	Slide: Overview of ARV Supply Chain Management

Say:
· There are many steps involved in getting TLD to patients. It can be a complicated process, but to simplify, this graphic is meant to highlight the major steps that are needed to make sure we have the right medicines, in the right amounts, at the right place, at the right time.

Key Points:
· 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 it 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.

Figure adapted from: Ripin D, Jamieson D, Meyers A et al. Antiretroviral procurement and supply chain management. Antiviral Therapy 2014; 19 suppl 3:79-89.

	Slide: Preventing Stock-outs and Wastage 
Note: 
· Use this slide to emphasize to participants that following the National Plan for introduction can help to prevent stock-outs or wastage. 

Say:

· A common concern during transitions can be about stock-outs or wastage of drugs when we are introducing something new to the program. 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! 

Ask:

· If the national program plans for a few people to be changed to TLD, but instead, because it is a better regimen, it is prescribed for more people than planned, what may happen then?
· However, what may happen if the national program plans for many people to be changed to TLD, but instead, as we saw in some of the previous transitions, it moves slowly and very few patients are given TLD?

	Slide: Preventing Stock-outs and Wastage
Answers:

· 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 expire.
· However, if TLD is prescribed for fewer patients than has 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. 

	Slide: Activity 
 
· We are now going to do two role-plays. Role-plays help us increase our empathy for patients and allow us the chance to practice how we will behave in and respond to difficult situations.
· Turn to page 65 and 66 of your Participant Manual.
· As you will read, you have a short description of an interaction between a patient and her provider. 
· The provider wants to prescribe TLD according to the guidelines. 
· The patient is resistant to the idea of switching treatment. 
· At this point, get into groups of three. Choose one person to play the role of the patient. Choose one person to play the role of the provider. Finally, choose one person to be an observer. 
· Observers, you can take notes while the role-play is underway. 

Do:

· Ensure that participants get into groups of three. Consider counting off by threes to assure that the participants are in mixed groups. 
· While they are role-playing, circulate throughout the room.
· After about 7-10 minutes have passed, call the attention of the participants to the front of the room.

Ask:
· Observers, what did you observe?
· In what ways was the role-play realistic? How was it unrealistic?
· What went well with the role-play?
· What could have gone better?
· For those playing the role of provider, where did you struggle? 
· For those playing the role of the patient, how did it feel to be in that position?
· We suggested at the beginning that providers explain the benefits, address concerns, and assure the patient that the change is not due to treatment failure. Did Doctor Smith communicate about each of those items? 

Do:

· Summarize the conversation and ensure that the participants are aware of their role in clearly communicating with their patients about the change in regimen. 

	Counseling Patients:
Ask:

· How would you address a patient’s reluctance to switch to TLD? 
· What information would you provide? 
· What about a patient who wants to switch to TLD, but is not yet eligible? 
· What information would you provide?
Key Points:

· Explain the benefits of the change to the new regimen if they 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.

	Slide: Differentiated Models of ART Delivery for Stable Patients

Note: 
· This slide should be adapted to include country specific guidance on how and when TLD should be dispensed to patients who may be enrolled in differentiated models of ART delivery, which may include spaced clinical appointments, multi-month prescriptions, community ART distribution, or other models that may be impacted during the transition to TLD. 

	Slide: Documenting in the Patient File

Note: 

· Please use this slide to demonstrate to participants how they should be documenting use of TLD in the patient record and ART registers. The example included here should be replaced with a representation of the national patient treatment card and ART registers that participants are familiar with.

Key Points:
· 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.

	Slide: Keeping the Program Informed
Note: 
· Please use this slide to demonstrate to health care workers any change in documentation to reporting forms and stress the importance of reporting the number of patients that are using TLD, so that the national program can ensure that enough TLD is available.
Key Points:

· 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.

	Slide: Learning Objectives 
Do:

· Review the learning objectives. 

Ask:

· What questions do you still have about what was presented about the National Plan and the planned rollout of DTG?
· What still needs clarification?
· Why do you think that what we talked about in this module is important for you to know and understand? 
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Course Closing
Time: 

Objectives:
By the end of this module, participants will:
· Complete a Post-test and Evaluation.
· Be awarded a Course Certificate.

Materials:
· Slides for course closing
· One Post-test and one Training Evaluation Form for each participant
· One Completion Certificate for each participant
Methods:
· Post-test

Advance Preparation:
· Create Completion Certificates for all participants
· Post slide: Course Closing

	Facilitator Notes:

	Slide: Course Closure
Do:
· Recap main learning points. 
Ask:
· Before we jump into the Post-test, what questions do you still have about the content we covered throughout our training?
Do:
· Ensure that the participants are confident in the material that was presented and do not have additional questions before the test is distributed.
· Distribute the Post-test and Evaluation found at the end of this module. Allow enough time for each participant to complete the test and the evaluation. 

	Slide: Congratulations 
Do:
· Once everyone has finished, offer congratulations to the participants. 
· Distribute certificates.
· Consider inviting someone to give a closing speech.
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Post-Test Assessment for Health Care Worker Training on the Introduction of DTG for the Treatment of HIV Infection
Please circle the correct answer to each multiple-choice question below and write in the answer for the last question. Some questions have more than one answer. 

1) What does the term “Optimized ARV” mean? 
a. The best available ARVs that are the effective for the patient and cost-effective for the public health system.
b. ARVs that the patient tolerates the best. 
c. ARVs that are the less likely to cause IRIS.
d. Using only ARVs recommended by the World Health Organization.

2) What does a viral load (VL) measure?
a. How many doses of ARVs have been missed.
b. The amount of new HIV that has been released into the blood.
c. The amount of ARV drug resistance.
d. The number of cells that have become infected by the HIV virus.

3) ARVs that have a “high genetic barrier to resistance” are those that:
a. Develop ARV drug resistance very quickly.
b. Are easy for patients to take.
c. Are difficult for the HIV virus to develop resistance to.
d. Are expensive.

4) What are some of the factors that challenge viral suppression?
a. Forgetting to take ARVs on time.
b. Side-effects.
c. Problems with drugs and alcohol.
d. ARV stock-outs at the pharmacy.

5) What are the advantages of TLD over currently used regimens?
a. Well tolerated.
b. Approved for use in infants, children and adolescents.
c. Patients can achieve viral suppression very quickly. 
d. It can be used with hormonal contraceptives.
e. There are no side effects.

6) What are the components of TLD?
a. TDF 300mg, 3TC 150mg, DTG 50mg
b. TDF 300mg, 3TC 300mg, DTG 50mg
c. TDF 150mg, 3TC 150mg, DTG 50mg
d. TDF 300g, 3TC 150mg, DTG 25mg


7) Can patients taking treatment for TB take TLD?
a. No, they should take another regimen.
b. Yes, they can take both TLD and TB treatment with no change in dosing to their ARV regimen.
c. Yes, but they must add an additional dose of 50mg of rifampin in their TB treatment.
d. Yes, but they must add an additional 50mg dose of DTG 12 hours after they take their TLD.

8) What are common side effects of TLD
a. Headache
b. Nausea
c. Insomnia
d. Rash

9) If a patient who is taking TLD complains that it makes him feel dizzy, you should
a. Immediately stop his TLD and start another regimen.
b. Tell him that TLD does not cause dizziness.
c. Ask the patient to describe how severe his dizziness is.
d. Ask the patient if he is taking any other medications.

10)  TLD should not be used in
a. Pregnant women because to the increased risk of preterm delivery.
b. Women who may become pregnant because of the potential increased risk of neural tube defects.
c. Pregnant women in the second or third trimester because of the risk of neural tube defects.
d. TLD can be used in all adolescent and adult populations.

11) What is the National Plan for introducing TLD to different patient populations?














Answers:

1) a
2) b
3) c
4) a, b, c, d
5) a, c, d 
6) b
7) d
8) a, b, c, d
9) c, d
10) b
11) Answer varies



Evaluation Form

Name (optional):             Your position (optional): 

Instructions: Please rate the following statements on a scale from 1 to 5.
	
	
Strongly Disagree
	Disagree
	Neither agree nor disagree
	Agree
	
Strongly Agree

	The training objectives were clear. 
	1
	2
	3
	4
	5

	This training met my expectations.
	1
	2
	3
	4
	5

	The technical level of this training was appropriate.
	1
	2
	3
	4
	5

	The pace of this training was appropriate. 
	1
	2
	3
	4
	5

	The facilitators were engaging (i.e., interesting).
	1
	2
	3
	4
	5

	The information I learned in this training will be useful to my work. 
	1
	2
	3
	4
	5



Instructions: How helpful were each of the training modules to you and your work? If you have specific comments, please write them on the next page. 
	
	
Not helpful
	
	
	
	
Very helpful

	Module 1: Introduction to the course
	1
	2
	3
	4
	5

	Module 2: Introduction to Optimization and TLD
	1
	2
	3
	4
	5

	Module 3: Eligibility for TLD
	1
	2
	3
	4
	5

	Module 4: Management of patients on TLD
	1
	2
	3
	4
	5

	Module 5: National Plan for Introduction
	1
	2
	3
	4
	5



	What was the best part of this training?




	How could we improve this training?




	Other comments:




Thank you for your participation!

[bookmark: _Toc507304227]
Annex 1: Training Adaptation


This training package contains information and guidance for scenarios that may differ from country to country. Training organizers and facilitators must ensure the training is adapted to reflect current country guidelines prior to the start of the training. 

The adaptation guide included in this annex may be used as a tool to support the adaptation process across the five modules of the training package. Though much of the content included is universal, some recommendations or decisions may vary across country programs. The guide will include specific instructions for how to adapt training content in the PowerPoint slides (PPT), Facilitator Manual (FM) and Participant Manual (PM) to align with country-specific recommendations. 

July 2018 Update:
This training package was also updated to reflect new evidence that identified a potential increased risk of neural tube defects (NTDs) in infants born to women who were on DTG-containing regimens at the time of conception. Training organizers and facilitators should ensure that the training reflects current national guidance on use of TLD in women of childbearing age. As more evidence becomes available to update recommendations on the use of TLD in women of childbearing age, this training package may require further updates to incorporate new data and changes in guidance.


[image: ]Slides that are formatted with a yellow band on the top and on the left-hand side (as depicted on the left) with a small globe icon in the upper left corner, contain clinical recommendations that are based on normative guidance that is based on guidance from the WHO as of April 2018. These may need adaptation to reflect current national guidelines. Please ensure slides that accurately describe the national guidelines are used and those that are not applicable to the program are hidden from view or deleted. 

Some slides will also include yellow boxes to indicate where country-specific content must be included prior to the training. These areas are highlighted in the Adaptation Guide with an adaptation icon and bolded.

Additionally, once slides have been adapted to align with current national guidelines, they may be reformatted as preferred, by the organizers.

As new evidence becomes available, some recommendations may change. The Adaptation Guide will also note where content may need to be updated over time. The text associated with this content is included below in green. Training organizers are encouraged to review the training content thoroughly to ensure content is up to date and relevant to the context. 


Adaptation Guide

Pre- and Post-test
The Facilitator Manual (FM) pages 8 and 9, Question 7 reflects current WHO guidance to add an additional 50mg dose of DTG 12 hours after TLD is taken for patients currently on rifampicin-containing treatment. Adjust or remove this question from the Pre- and Post-test if national guidance differs. 

FM page 9, Question 10 may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.

Module 1

Slide #3: Training Agenda - 
· Adapt the training agenda according to modules included in the training
· Edit FM page 2 to match the slide
· Adjust the Participant Manual (PM) as needed based on modules included


Module 2

Slide #14: Integrase Inhibitors - This slide may need to be adapted as new evidence becomes available on the risk of birth defects when using integrase inhibitors in women of childbearing age. Please make edits to the following page in the FM as appropriate.
· FM page 20
· PM no change

Slide #15: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age. Please edit the following page in the FM accordingly:
· FM page 20-21
· PM no change


[image: C:\Users\sk4445\Pictures\Globe.png]Slide #20: Why Optimize ARVs? - Users may wish to include country specific statistics along the care and treatment cascade (progress on 90-90-90 targets). It is recommended that the slide be deleted if data is not available. Update the following pages in the FM and PM as appropriate:
· FM page 23-24
· PM no change

Note:
For countries that have completed a population-based HIV impact assessment (PHIA), details on progress towards 90-90-90 targets may be found at:
http://phia.icap.columbia.edu/countries-overview/
For countries that have not completed a PHIA, this data may be available from the national program or from: http://www.unaids.org/sites/default/files/media_asset/Global_AIDS_update_2017_en.pdf

Slide #28: Dolutegravir - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age. Update the following pages in the FM and PM as appropriate.
· FM page 30-31
· PM page 21

Slide #30: TLD is Optimized! - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age. Update the following pages in the FM and PM as appropriate.
· FM page 31-32
· PM page 22

Slide #31: Other New ARVs in the Pipeline - Users may adjust this slide with latest information on pipeline ARVs. Additional information may be found at: http://i-base.info. 
· FM page 32-33
· PM page 23
 
Module 3
Overall, Module 3 includes general considerations for TLD use in various clinical scenarios and special populations. Please review these slides carefully, and if TLD is not recommended for use in certain clinical scenarios or in particular populations, adjust or delete slides and the Participant Manual accordingly. However, if the National Plan is to phase in TLD for use in all populations over time, this may also be mentioned. The phase-in of TLD for specific sub-populations will be discussed in Module 5. The first objective may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.
 
Slide #3: Using TLD in Different Populations - This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.

Slide #4: Impact on Fetus in utero - This slide describes fetal development and the impact of teratogens based on timing of exposure. This slide may be maintained or removed as applicable to the contents of the adapted training. Update the following page in the FM accordingly.
· FM page 35-36
· PM no change

Slide #5: New Data: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age.
· FM page 36-37
· PM page 26-27


Slide #6: Neural Tube Defects (NTD) - This slide provides background information on NTDs. This slide may be maintained or removed as applicable to the contents of the adapted training. Update the following page in the FM as appropriate.
· FM page 37-38
· PM no change

[image: Globe]Slide #7: Using TLD in Women of Childbearing Age - Adapt this slide to reflect current guidance on use of TLD in women of childbearing age. 

This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age. Update the following pages in the FM and PM as appropriate.
· FM page 38-39
· PM page 27


Slide #8: Clinical Scenarios - This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age. Update the following pages in the FM and PM as appropriate.
· FM page 39-40
· PM page 28-31


Slide #9: Considerations for Patients Initiating First-line ART - This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.


Slide #12: Initiating Patients on TLD - Adapt this slide to reflect current guidance for clinical follow-up schedule and laboratory monitoring of patients initiating treatment. Adjust the following pages to reflect the slide adaptations:

This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age. Update the following pages in the FM and PM as appropriate.
· FM page 40
· PM page 28

Slide #14: What are the Advantages of TLD Compared to Other First-line ART Regimens? - This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age. Update the following page in the FM as appropriate.
· FM page 43
· PM no change

[image: Globe]Slide #16: “Differentiated Service Delivery for Stable Patients” - If the program is implementing differentiated service delivery models for stable patients, include details here:
· Definition of stable patient eligible for differentiated ART delivery
· Frequency of clinical follow up for stable patients
· Practices for multi-month prescribing
· Non-facility ART dispensing
Adjust this slide as well as the FM and PM as outlined below to reflect the current service delivery models in use that may affect the introduction of TLD. Delete this slide if differentiated service delivery models are not being implemented, or if stable patients are not being transitioned to TLD. Update the FM accordingly.
· FM page 44
 
[image: Globe]Slide #17: “Differentiated Service Delivery for Stable Patients Changing to TLD” - Adapt this slide to include if changes in service delivery are or are not recommended for stable patients after transition to TLD. Delete this slide if differentiated service delivery models are not being implemented, or if stable patients are not being transitioned to TLD. As needed, adjust the following pages to align with the slide content:
· FM page 44-45
· PM no change

This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.


[image: Globe]Slide #18: “Substituting TLD in Patients Already on First-line ART” - Include here if VL is required prior to substitution with TLD for patients already on first-line ART, which may include the following:
· If viral suppression must be demonstrated before substitution, and the permissible interval since last viral load demonstrating viral suppression.
· Recommendation when recent VL is not available.
· Recommendation when VL is available but was detectable, including whether substitution with TLD should be made, or whether substitution should not be made.
· Recommendation for VL monitoring following substitution with TLD.

The following pages should be adjusted to align with the content above:
· FM page 44-45
· PM no change

Note: The 2018 PEPFAR recommendations do not require VL prior to substitution with TLD. However, this recommendation may or may not change over time with the availability of new evidence. 
 
Slides #20 and #21 “Using TLD for Second-line ART” and “Substituting TLD for Patients Currently on Second-line ART” - These slides include the use of TLD for second-line ART as recommended by PEPFAR in 2018. If national guidelines do not recommend the use of TLD for second-line, remove these slides.

If TLD is recommended for second-line update, with specific recommendations on which patients should be switched to TLD (i.e. patients currently failing an NNRTI-containing regimen with either AZT or TDF; patients already on a PI-based second-line [with or without viral suppression]), adjust the following pages from the FM and PM accordingly: 
· FM page 46-47
· PM page 34
 
Note: While PEPFAR 2018 recommendations encourage the use of TLD in second-line after failure on TLE, at the time of this writing, WHO guidelines recommend DTG in second-line with optimized NRTI backbone. With additional evidence, this recommendation may change over time.

Slide #22: “Eligibility for TLD” - Users should remove the bullets for second-line patients if national guidelines do not recommend the use of TLD for second-line ART. Update the following pages in the FM and PM as required:
· FM no change
· [bookmark: _GoBack]PM no change


[image: Globe]Slide #25: “Use of TLD in Pregnant and Breastfeeding Women” - Based on national guidelines, include here guidance on when a pregnant or breastfeeding woman should be changed to TLD if she is already stable on another regimen. Adjust the following pages in the FM and PM to reflect the addition of guidance:
· FM page 48-49
· PM page 37

This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.

[image: Globe]Slide#26: Use of TLD in Women of Childbearing age - This slide should be adapted to include current national guidelines on use of TLD in women of childbearing age. Adjust the FM to align with the slide edits:
· FM page 49
· PM no change

[image: Globe]Slide#27: Use of TLD in Postpartum Women - This slide should be adapted to include current national guidelines on use of TLD in postpartum women if they were previously on TLD during pregnancy.

This slide should be adapted to include current national guidelines on use of TLD in women of childbearing age. Update the FM and PM accordingly.
· FM page 49-50
· PM page 39

[image: Globe]Slide #28: Summary - This slide should be adapted to summarize the current national recommendations on use of TLD for women who are already pregnant, pregnant and already taking TLD, and women of childbearing age who are or are not using contraception. Update the FM as appropriate:
· FM no change
· PM no change

Slide#29 Discussion Point: Counseling Women on the Potential Risks of TLD - This slide may be modified or removed if new evidence becomes available to change guidance on use of TLD in women of childbearing age. The following page in the FM should be similarly adjusted:
· FM page 50-51
· PM no change

Slide #30: “Use of TLD in Adolescents” - Dosing of TLD 300mg/300mg/50mg in adolescents 10 years and older and weighing greater than 30kg is endorsed in PEPFAR COP 18 Guidance as well as the Paediatric ARV Working Group of the World Health Organization. However, country guidance on dosing in younger adolescents may vary, so this slide should be adjusted as appropriate. Once the slide’s content has been revised, the following pages in the FM and PM should be adjusted as well:
· FM page 51-52
· PM page 40
This slide may be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.

[image: Globe]Slide #31: “Use of TLD in Patients with Tuberculosis” - Based on national guidance specify here when patients who are currently on TB treatment and stable on a regimen compatible with TB treatment (e.g. TLE) should change to TLD. Also include guidance on regimens to use during TB treatment when DTG 50mg is not available. Adjust the following pages in the FM and PM to include this information:
· FM page 52-53
· PM page 40
 
Note: There is ongoing research to establish alternate dosing strategies in patients who are also receiving rifampicin-containing TB treatment. The recommendation to provide an additional dose of DTG 50mg 12 hours after TLD may change when new evidence becomes available. If the recommendation for dosing of DTG during TB treatment changes, all references to dose adjustment of DTG during TB treatment should be updated throughout the training. 

[image: Globe]Slide #36: “Patients That Are Not Eligible for TLD” - Include here list of patient populations that are NOT eligible for TLD based on current guidelines. May also mention if certain populations are not currently eligible for TLD, but this may change in the future. This list should include the following:
· Women of childbearing age
· Infants and young children
· Patients with hypersensitivity or intolerance to DTG or another component of TLD
· Patients with contraindication to TDF
 
Based on national guidelines the list may or may not include the following:
· Women of childbearing age who are or are not using contraception
· Stable patients unwilling to change their current regimen
· Patients currently on or in need of TB treatment if DTG 50mg is not available or if they are stable on another EFV-containing regimen
· Currently pregnant or breastfeeding women who are stable on another regimen
· Patients that have not had a VL demonstrating viral load suppression
· Patients that have a detectable VL
· Patients in need, or already on second-line ART
· Other patient populations

Users should adjust the following pages in the manuals:
· FM page 57
· PM no change

Note: There is ongoing research to establish the safety and effectiveness of TLD and DTG in various populations, and program guidance on use of TLD may change over time. This slide should be updated according to current recommendations on populations in which TLD should not be used.

Module 4

Slide#5: “DTG-related Adverse Events” - This slide includes information on adverse drug reactions reported in Brazil as of March 2018. However, this slide may be updated as more data becomes available on the use of TLD and/or DTG in lower- and middle-income countries.

Slide#7: TLD Adverse Event: Case Study – Mary - This case study may need to be adapted to reflect current national guidelines on use of TLD in women of childbearing age if they are using contraception. The following page in the FM should be edited as well:
· FM page 61
· PM no change

[image: Globe]Slide #16: “Reporting ADRs” - Include here specifics on reporting ADRs through the national pharmacovigilance system including which governmental body oversees pharmacovigilance of ARVs, how reports should be completed, and how feedback is received. This module may be supplemented with additional content from the national pharmacovigilance program if available or, if the supplemental module on Toxicity Monitoring will be included in this training, the focus of this slide may be abbreviated. Users are advised to adjust the following pages to reflect the addition of this information:
· FM page 68-69
· PM page 51

Slide #22: Other Drug Interactions with TLD: Case Study – Joyce - This case study may be removed if TLD is contraindicated in any woman of childbearing age regardless of whether she is using effective contraception.
· FM page 73
· PM no change

Slide#23: Activity: Use of TLD and Other Medications - Review the cases in this activity to ensure they reflect current national guidelines.

This slide may need to be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age. The following page in the FM should be similarly adjusted:
· FM page 73-75
· PM no change

Slide #25: “Laboratory Monitoring: CD4” - This slide includes the need for CD4 testing at baseline to assess HIV disease progression. The slide should be adapted if country guidelines for CD4 testing are different (e.g. still recommending regular CD4 testing after initiation). In addition, users may consider adding detail about what national package of care is for advanced HIV disease. Adjust the following pages to align with slide adaptation:
· FM page 76
· PM page 55-56

 
Slide #26: “Laboratory Monitoring: Viral Load” - This slide describes the current schedule for routine VL monitoring as recommended by the WHO 2016 Consolidated Guidelines. If the national guidelines recommend an alternate schedule for routine VL monitoring, this should be updated in the Facilitator Notes and Manual as well as the PM:
· FM page 76-77
· PM page 55

Slide #28: “Laboratory Monitoring: Chemistries” - This slide includes details on monitoring of serum creatinine, but should be updated to include the current national recommendation for monitoring of serum creatinine, as appropriate in the slides, FM and PM:
· FM page 78
· PM page 56

Slide #29: Laboratory Monitoring: Pregnancy Testing - This slide includes details on pregnancy testing before initiating TLD, but should be updated to include current national recommendations

Slide #30: Potential Increased Risk of Birth Defects in Women Starting TLD Before Becoming Pregnant - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age. The following pages in the Facilitator Manual and Participant Manual align with the slide:
· FM page 79
· PM no change

[image: Globe]Slide #31: Women of Childbearing Age - This slide should be adapted to summarize the current national recommendations on use of TLD for women who are already pregnant, pregnant and already taking TLD, and women of childbearing age who are or are not using contraception. The FM should be similarly adjusted to align with the slide content:
· FM page 79
· PM no change

Slide #32 “Diagnosing Treatment Failure” - This slide may be adjusted or supplemented to reflect guidance on how patients on TLD and have a detectable VL should be managed. The current slide poses the argument that a different algorithm is needed to diagnose treatment failure, as the current algorithm assumes failure on an NNRTI-containing regimen. Users should adjust the following pages to align with country guidance:
· FM page 79-80
· PM page 57

Note: As additional evidence becomes available, recommendations on the management of patients with viral failure on TLD may change over time.
 
[image: Globe]Slide #33: “Treatment Failure on TLD” - This slide must be adapted to include the national recommendation for management of patients on TLD with VL ≥ 1,000 cop/mL. The following pages in the FM and PM should be adjusted as well:
· FM page 80
· PM page 57

Note: As additional evidence becomes available, recommendations on the management of patients with viral failure on TLD may change over time

[image: Globe]Slide #31: “Second-line ART after Failure on TLD” - This slide must be adapted to include the national recommendation for a second-line regimen after treatment failure on TLD. The following pages in the FM and PM should be adapted as well:
· FM page 80
· PM page 57

Note: As additional evidence becomes available, recommendations on sequencing options after failure on TLD may change over time.

Module 5

Slide #5: “Evolution in Use of First-line Major ARV Regimens” - The current slide includes the global transition in use of first-line ARVs from 2009-2015 to illustrate that transitions happen over time. If available, this slide, the FM, and the PM should be updated to include country information about the rate of previous transitions:
· FM page 84-85
· PM page 60

[image: Globe]Slide #7: “Prescribing TLD to the Right Patients” - This slide must be adapted, and additional slides may be added to provide detailed guidance on the country plan to phase-in TLD including:
· The timeline over which all eligible patients will be transitioned to TLD;
· If the program is introducing TLD by sub-population, which populations will be prioritized and over what timeline should different sub-populations be transitioned to TLD;
· If the program is introducing TLD by geography/region, the sequence and timeline of transition should be included here; and
· Health care workers should also be advised on how they will be notified of changes to the transition plan, including when the next stage/phase of transition should begin.

In addition, the following pages in the FM should include the same content:
· FM page 86
· PM No change

Slide #8: Potential Increased Risk of Birth Defects In Women Starting TLD Before Becoming Pregnant - This slide may need to be adapted as new evidence becomes available on the risk of NTDs when using DTG in women of childbearing age. Users should update the FM to align with the slide’s content.
· FM page 86-87
· PM no change

[image: Globe]Slide#9: Prescribing TLD to Girls and Women of Childbearing Age - This slide should be adapted based on current guidance on women of childbearing age including national definition of “childbearing age.”

This slide may need to be adapted if new evidence becomes available to change guidance on use of TLD in women of childbearing age.

[image: Globe]Slide #15: “Differentiated Models of ART Delivery for Stable Patients” - If differentiated models of ART delivery are being implemented, then this slide should be adapted to inform health care workers of changes in guidance for patients transitioning to TLD. This should include when and how frequently patients should be followed after transition to TLD, how many months of stocks may be dispensed for those receiving multi-month prescriptions or any other adaptations impacted by the transition to TLD. The FM and PM should also be adjusted to reflect this information:
· FM page 91
· PM page 68

[image: Globe]Slide #16: “Documenting in the Patient File” - This slide includes a representative example of a patient card to document clinical visits. This should be replaced to demonstrate the program specific documentation including registers, patient cards, etc. Add an explanation of how information should be documented in the records of patients who are starting TLD. If patient cards, registers and other documentation have been updated to include TLD, orient participants to them. If there have been no updates, explain how participants should start documenting use of TLD in existing forms. This should include when and why patients were started on TLD, lab results (if applicable), reporting of ADRs, etc. The following pages from the FM and PM should be adjusted to reflect this information:
· FM page 91
· PM page 69

[image: Globe]Slide #17: “Keeping the Program Informed” - This slide should be adapted to reflect any changes in routine reporting forms to report use of TLD to the program. This may include new reporting forms that are used, or adaptation of documentation of existing reporting forms in use. Include the changes in reporting forms on the following pages in the FM and PM:
· FM page 91-92
· PM page 69
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Annex 2: Facilitator Roles and Responsibilities and Training Tips

1. Facilitators are the standard-setters for the discussion. Facilitators must stay focused, alert and interested in the discussion and learning. Facilitators create the standards of communication by looking around the room at all participants, listening closely and encouraging contributions from everyone.
2. Facilitators make the training environment a priority. Facilitators decide everything, from how the tables and chairs are set up, to where small group exercises will take place, and all other logistical issues. Facilitators are responsible for judging how the physical environment of the training affects participants’ engagement and learning, and for making changes as needed.
3. Facilitators keep track of time. Incorporate enough “down time” for participants and anticipate that activities may take longer than expected. 
4. Facilitators are responsible for explaining the purpose of each learning activity and its significance to participants. Facilitators let participants know the expected time that will be spent on each activity.
5. Facilitators make use of various techniques and tools to keep the discussion moving when tension arises, or discussion comes to a halt. Facilitators must be prepared with strategies to keep participants engaged and learning.
6. Facilitators must pay attention to participants’ behavior. Facilitators should observe verbal and non-verbal cues from participants, and take appropriate actions to meet both spoken and unspoken needs.
7. [bookmark: _Toc177457099][bookmark: _Toc180999439][bookmark: _Toc237149823][bookmark: _Toc287471990][bookmark: _Toc507304238]Facilitators are responsible for ensuring confidentiality in the learning environment. During the training, participants will share clinical scenarios as well as stories of how they, their colleagues, or managers have handled different scenarios in the workplace. They may also share stories about themselves, their friends, or patients — stories that are personal and not meant to be discussed outside of the classroom. Typically, these stories are brought up to illustrate a lesson learned or as an example of current practice. Encourage participants to feel safe sharing by explaining to them that all such information will remain confidential. 
Facilitator Preparation Checklist

	
	Complete the following before starting the training program

	
	Read the learning objectives, technical content, discussion questions, session steps and clinical and role-play scenarios. 

	
	Prepare for each session by reading session steps, scenarios and exercise instructions. 

	
	Obtain and organize the materials needed for the training.

	
	Review the PowerPoint slides and become familiar with their content. Practice using the computer and projector and presenting technical content using the slides. 

	
	Consider how to explain group exercises or to draw responses from an audience. Be prepared by thinking ahead and developing strategies for moving discussion forward. For complicated exercises or discussions, consider co-facilitation. 

	
	Develop a plan and strategies for monitoring time and keeping to the schedule. For example, consider where facilitators might shorten a discussion or role-play activity if needed. 

	
	Familiarize yourself with participants’ worksites, roles, responsibilities, skills and experiences before and throughout the training.


[bookmark: _Toc507304239][bookmark: _Toc237149824][bookmark: _Toc287471991][bookmark: _Toc177457100][bookmark: _Toc180999440]Training as a Team
When planning a module presentation with another facilitator or co-facilitator, consider the following questions to help clarify roles:
· [bookmark: _Toc237149825][bookmark: _Toc287471992]How will training content be divided among facilitators?
· What is your teaching style? How does your teaching style differ from that of your colleague? How can you use your strengths to the benefit of the participants?
· What challenges might arise? How can you and your colleague ensure that you will work well together?
· What signal could you and your colleague use to get each other’s attention when the other person is presenting?
· How will you handle staying on task?
· How will you field participant questions?
· How will you make transitions between each of your presentations?
· How will you get participants back from breaks in a timely manner?

The Team Training Checklist below will help you to plan the key tasks you and your co-facilitator need to accomplish before the training program starts.
[bookmark: _Toc507304240]
Team Training Checklist

Table 1: Team Training Checklist
	
	Preparation

	
	Decide who will lead and teach each session of each module, including who will lead each exercise within each session. 

	
	Decide on a plan for staying on schedule, including how you and your colleague will signal each other when time is up.

	
	Decide together how to arrange the room.

	
	During training 

	
	Support your colleague while he or she is presenting by paying attention. Never correct your colleague in front of the group.

	
	Ask for help from your training colleague when you need it, for example, when you do not know the answer to a question or you are not sure of something.

	
	Sit somewhere so that you and your colleague can make eye contact, but also in such a way that the person presenting has the spotlight.

	
	After training

	
	Review the completed Training Evaluation Form and discuss what you thought went well and what could have been done better. Take notes so that you will remember for the next training.

	
	Discuss ways to help support one another during future trainings.


[bookmark: _Toc237149826][bookmark: _Ref241913590][bookmark: _Toc287471994][bookmark: _Toc507304241]Set the Environment 
You are responsible for creating an environment that supports learning by ensuring that participants feel safe, supported and respected. Take the time to carefully plan and deliver the training in a way that creates a psychologically safe and supportive environment.

Strategies for making participants comfortable and fostering trust include:
· Arrange the seats so that participants can see each other as well as the facilitator.
· Be aware of any physical limitations that a participant may have and try to accommodate them. For example, a person using a wheelchair may be seated closer to the door to avoid navigating the room. A person with limited vision may be seated at the front of the room. 
· Establish rapport with participants by greeting them warmly and being pleasant, knowledgeable and approachable. 
· Ask participants to introduce themselves at the beginning of the training program by stating their name, organization and position.
· Encourage participants to share their expertise and answer each other’s questions when appropriate.
[bookmark: _Toc237149827][bookmark: _Toc287471995][bookmark: _Toc507304242][bookmark: _Toc177457103][bookmark: _Toc180999443]Know Your Audience
It is important to learn about your audience. This means learning something about the individuals who will be participants in the training, so you can tailor content. For example, you may want to learn the following about the participants of an upcoming training:

Participant demographics (for example, age, sex, place of employment) — this will help with planning logistics (venue and timing of the training) and with adapting clinical scenarios or other exercises. 

Education — knowing the educational background of participants can help you gauge the type of language to use and to tailor it to participants’ educational background and level of attainment.

Job or position — Knowing participants’ jobs or positions will help you relate training competencies and content to their work. 

Knowledge, experience and skills in HIV prevention, care and treatment — Being aware of the knowledge, experience and skill level of participants will help determine the level at which content should be taught, the time and methods needed to teach content, and the best types of clinical scenarios or learning methods for the group. Consider inviting participants with more experience to contribute to the discussion, model role-plays, and, during small group work, to partner with participants who have less experience. 

You can get some indication of participant baseline knowledge, experience and skill by finding out where participants work, their job positions, how long they have been in those positions, and whether they currently manage HIV-positive patients on ART. The Pre-test will also help determine participant knowledge and skill level related to prescribing and monitoring patients on ART. 

Attitudes — Knowing participant attitudes toward the training can give you a sense of issues that will need to be addressed. Try to find out how participants feel about the upcoming training. Are they looking forward to it? Or do they see it as a waste of time? What is their attitude toward the topics to be presented? 
Ways to learn about your audience
There are many ways to learn about your audience, including:
· Ask participants to complete a training registration form ahead of time that includes questions on current job title, number of years in this position, educational background, length of time working in HIV, details of the type of programs they have been engaged in (e.g. pediatrics, adolescent and/or adult HIV services) and expectations and concerns they have regarding the training.
· Have participants complete the Pre-test.
· Talk with participants before the start of the training, during breaks and meals, and at the end of the day.
[bookmark: _Toc177457106][bookmark: _Toc180999446][bookmark: _Toc237149828][bookmark: _Ref241913680][bookmark: _Ref241989718][bookmark: _Toc287471996][bookmark: _Ref287522365][bookmark: _Toc507304243]Manage Time
Training days are busy days. Facilitators have a lot to accomplish and participants, usually, have high expectations. Facilitators are expected to manage their time to ensure that they cover all of the necessary content. Here are some suggestions for facilitators to best use their time:
· Know the content to be taught. Well in advance of the training, study the content to ensure you understand it fully. If you need help, seek support from an expert or the resources listed at the end of this annex. Consider how the content can be shortened or lengthened, depending on participant learning needs. Consider how the timetable can be adjusted to create more time if it is needed. For example:
· Shorten breaks or lunch. Have working lunches where participants work in groups or listen to a lecture while eating. 
· Lengthen the day (for example, start 30 minutes earlier or end 15 minutes later).
· Shorten or skip presentations, exercises, or discussion questions in content areas that participants know well.
· Practice before the training. Practice giving exercise introductions, general content, and instructions out loud, using the material that will be used for the actual presentation. Practice co-facilitating technical content and exercises using the facilitator manual and PowerPoint slides. 
· Be flexible, but also use and follow the agenda. The agenda will let participants know how long modules are expected to last. 
· Keep time. Place a clock or watch in a place where you can see it and where it will not distract participants. Use signs (“5 minutes,” “1 minute,” and “Stop”) to tell co-facilitators and participants how much time they have left.
· Keep the conversation on track. At times, participants may take the conversation in a direction that is not applicable to the training goals, objectives or outcomes. Respectfully steer the conversation back to the topic at hand. 
· Use the “parking lot” for discussions that take too much time or are related, but not critical, to the topic under discussion: 

	
Parking Lot
The “parking lot” is a sheet of flipchart paper posted in the training room. The purpose is to provide a place to document important, but currently tangential issues that are raised. For example, when a discussion strays too far from a particular module’s objectives or when a discussion runs over time, the facilitator can record the topic or question being discussed on the “parking lot” flipchart. The topic or question then remains in the “parking lot” until an agreed upon time, such as at the end of the training, during a break, or during an upcoming, relevant module. At this time, the group should remove the topic or question from the “parking lot” and revisit it.




Effective Training[footnoteRef:2] [2:  Adapted from: Colton, T., Dillow, A., Hainsworth, G., Israel, E. & Kane, M. (2006). Community home-based care for people and communities affected by HIV/AIDS: A comprehensive training course for community health workers. Watertown, MA: Pathfinder International.] 

Facilitators should always keep the following tips in mind.

· Prepare in advance.
· Keep track of time and pace activities accordingly.
· Maintain good eye contact.
· Encourage participation and questions.
· Speak clearly and loudly enough.
· Explain instructions clearly, in simple terms, and repeat them as needed.
· Summarize and emphasize key points at the end of each module.
· Write clearly and boldly.
· Give constructive and positive feedback.
· Be aware of the participants’ body language.
· Keep the group focused on the task.
· When using visuals, face participants (not the visual).
· Assume everyone has varying baseline knowledge.
· Assume varied reading and writing skills.
[bookmark: _Toc507304244]Adult Learning Principles[footnoteRef:3] [3:  Adapted from: Partners In Health. (2011). Household Development Agents and Human Rights Facilitator Manual: A Unit from the Household Development Agent Training Series. Boston, MA: Partners In Health.] 

This training is designed from these principles of adult learning:

· Respect – Adult learners must feel respected and feel like equals.
· Affirmation – Adult learners need constructive feedback and praise.
· Experience – Adult students learn best by drawing on their own knowledge and experience.
· Relevance – Learning must meet the real-life needs of adults.
· Dialogue – Facilitators and learners must enter into a dialogue and learn from each other.
· Engagement – Adult learners must engage with the material to be learned through dialogue, discussion and learning from peers.
· Immediacy – Adult learners must be able to apply the new learning immediately.
· 20-40-80 Rule – Adult learners typically remember 20% of what they hear, 40% of what they hear and see and 80% of what they hear, see and do.
· Thinking, feeling and acting – Teaching is more effective when learners think, feel (emotions), and act (do something with new knowledge).
· Safety and comfort – Adult learners need to feel safe and comfortable in order to participate and learn. They need to know that their ideas and contributions will not be ignored or belittled.
[bookmark: _Toc507304245]Training Methodologies[footnoteRef:4] [4:  Adapted from: Partners In Health. (2011). Household Development Agents and Human Rights Facilitator Manual: A Unit from the Household Development Agent Training Series. Boston, MA: Partners In Health.] 

To put the principles of adult learning into practice, this training uses a variety of participatory methodologies including brainstorming, scenarios, role-play and other small group activities. These activities are designed to elicit and build on participants’ experience and knowledge, promote discussion and reflection on key issues, provide hands-on practice of content learned and help participants learn from each other. 

In addition, these participatory methodologies promote higher retention of content and create an open, engaging and supportive learning environment. Adult students typically remember 20% of what they hear, 40% of what they hear and see and 80% of what they hear, see and do. If participants only hear facilitator lectures, they will not learn or retain information as effectively.

Discussion
A discussion is a dialogue between participants and the facilitator, with participants responding to discussion questions and each other’s ideas. Discussions are an important component of adult learning as it allows for the participants to contribute their existing knowledge to the conversation and use their existing knowledge as a foundation for future learning. During discussions, new questions may also surface. When the facilitator leads a large group discussion, she or he must manage the discussion by keeping participants focused, actively eliciting responses and by limiting participants who like to talk a lot. When participants have small group discussions, they must do likewise. To facilitate a large or small group discussion:
· Set a time limit and keep track of time.
· Explain that participants who want to speak should raise their hands.
· Keep the discussion on target and moving along.
· Encourage everyone to participate and call on everyone who raises her/his hand.
· Limit participants who like to talk a lot.
· Ask questions to encourage more responses to a question, for example: “What else?” “What other ideas do you have?”
· Wrap up the discussion by repeating and summarizing main points.

Small Group Work
The facilitator divides participants into small groups to do a learning activity. Group work is an important component of adult learning, as it provides an opportunity for engagement and learning from peers. Examples of small group activities include small group discussions, scenarios and role-play practice. Small groups allow each person to participate more than they would in the large group. Small group work also helps participants get to know each other and work with new colleagues. To facilitate small group work:
· Before you divide participants into small groups, give clear instructions for the small group task (instructions are included in training session steps).
· Group participants so that they are not always working with people they know well. Counting off is a good way to do this. 
· Instruct small groups to make sure that all group members participate.
· Ask small groups to choose a timekeeper for their groups.
· Keep track of time yourself and give small groups half time, 5-minute and 1-minute warnings.
· As small groups are working, move from group to group to make sure participants have understood the task and are making progress. 
Brainstorming 
In brainstorming, the facilitator asks a question or poses a problem and asks participants to give as many ideas as they can in response. Brainstorming aligns with the principles of adult learning in that it draws on existing knowledge and allows participants to make logical connections between their knowledge and current learning. Brainstorming may be used with large or small groups. The purpose of brainstorming is not to get only one correct answer to the question or problem, but to generate as many ideas as possible. To facilitate brainstorming: 
· Explain that the purpose of brainstorming is not to arrive at one correct answer, but to generate as many ideas as possible.
· Take one idea per participant, one at a time.
· Keep the pace lively.
· Encourage all participants to give ideas (do not rely on a few participants to do all the talking).
· After the brainstorming, the facilitator and participants can review, organize and prioritize responses.
· If participants brainstorm in small groups, ask groups to keep the points above in mind as they work.

Role-play
A role-play is a brief informal performance where participants act out roles in order to practice handling a particular problem or situation, and to experience what it is like to be in those roles. Role-playing aligns with the principles of adult learning in that it allows participants the chance to experience a situation for themselves and relate to the person in the given scenario. Role-playing is informal; participants do not need to memorize dialogue or perform perfectly. The point is to experience the situation and learn from that experience. To facilitate a role-play:
· If you divide participants into small groups or pairs for a role-play, give clear instructions for the role-play (instructions are included in training session steps).
· Set a time limit for role-play practice and performance and manage time well.
· Remind participants that role-play is not a perfect performance, but rather an opportunity to practice handling situations that participants may encounter in reality. It is fine to make mistakes during role-play.
· Debrief after the role-play with a large-group discussion (debriefing questions are included in the training session steps).
Scenarios
A scenario is a brief description of a realistic situation that participants discuss and analyze. Scenarios align well with the adult learning principle of relatability; scenarios allow participants an opportunity to relate learning to their lived experience. Scenarios give participants the opportunity to apply newly acquired knowledge to a particular problem or situation and generate possible solutions to challenges presented in the scenario. To use scenarios effectively:
· If participants will use the scenario in small groups or pairs, give clear instructions (instructions are included in training session steps).
· If you write your own scenarios, make them simple and brief. Use realistic situations similar to those that participants face. Give essential information and leave out unnecessary details. 
· Provide questions to guide participants in analyzing the scenario.
Facilitator Presentation
The facilitator presents information by speaking to the whole group, sometimes using visuals such as slides. Facilitator presentations help to present new information in a respectful way to adult learners. Presentations work well for introducing new information, as long as they are brief and accompanied by visuals (slides or flipchart). To do a facilitator-led presentation:
· Check any equipment (projector, flipchart, speakers, AV equipment) ahead of time to make sure it is working properly.
· Keep the presentation short, between 5 and 15 minutes if possible.
· Use questions during the presentation to engage participants in the material you are presenting (questions are included in training session steps).
· Use open body language and a friendly, clear tone of voice.
· Watch participants during the presentation; if they look confused or bored, ask questions or move along more quickly.
· Move around the room as you present (if possible).
· Face participants when you are explaining a visual (do not face the visual).
· To wrap up your presentation, summarize and repeat main points.
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