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The Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV infection Supplemental Module: Toxicity Monitoring 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]. [1:  President’s Emergency Program for AIDS Relief. 2018. PEPFAR 2018 Country Operational Plan Guidance for Standard Process Countries. https://www.pepfar.gov/documents/organization/276459.pdf
] 


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.

Recommended Citation:
Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV Infection - Supplemental Module: Toxicity Monitoring. New York: ICAP at Columbia University; 2018.
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	3TC
	Lamivudine

	ABC
	Abacavir

	ADR
	Adverse drug reaction

	AE
	Adverse Event

	ART
	Antiretroviral Therapy

	ARV
	Antiretroviral Drug

	AUC
	Area under the curve

	ATV/r
	Ritonavir-boosted atazanavir

	AZT
	Zidovudine

	CDC
	US Centers for Disease Control and Prevention

	CNS
	Central Nervous System

	DHHS
	Department of Health and Human Services

	DNA
	Deoxyribonucleic acid

	DTG
	Dolutegravir

	EFV
	Efavirenz

	FDA
	U.S. Food and Drug Administration

	FDC
	Fixed Dose Combination

	FTC
	Emtricitabine

	HIV
	Human Immunodeficiency Virus

	HIVDR
	HIV Drug Resistance

	INSTI
	Integrase Strand Transfer Inhibitor

	IRIS
	Immune Reconstitution Inflammatory Syndrome

	LPV/r
	Lopinavir/ritonavir

	NRTI
	Nucleoside Reverse Transcriptase Inhibitor

	NNRTI
	Nonnucleoside Reverse Transcriptase Inhibitor

	NTD
	Neural Tube Defect

	NVP
	Nevirapine

	PEPFAR
	U.S. President's Emergency Plan for AIDS Relief 

	PI
	Protease inhibitor

	PMTCT
	Prevention of Mother-to-Child Transmission

	PPI
	Proton pump inhibitors

	RAL
	Raltegravir

	RNA
	Ribonucleic Acid

	SAE
	Serious adverse event

	TB
	Tuberculosis

	TDF
	Tenofovir Disoproxil Fumarate

	TLD
	Dolutegravir, Lamivudine and Tenofovir Disoproxil Fumarate 

	TLE
	Efavirenz, Lamivudine and Tenofovir Disoproxil Fumarate 

	UNAIDS
	The Joint United Nations Programme on HIV/AIDS

	USAID
	United States Agency for International Development

	WHO 
	World Health Organization 
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[bookmark: _Toc315182714]Training Overview 

Training Goals and Development
These materials on toxicity monitoring are a supplement to a basic training package which is intended to train health care workers to prescribe and monitor patients on dolutegravir-containing regimens for treating HIV.
 
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
· [bookmark: _Toc287471980]Nurse midwives
Disclaimer

This training was developed during 2018 and, as such, the technical content in this program reflects current normative guidance and recommendations from global agencies such as World Health Organization and donors such as the Presidents Emergency Plan for AIDS Relief (PEPFAR). This training was also updated in August 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 the 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. 

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. 
[bookmark: _Toc237149796][bookmark: _Ref258941033][bookmark: _Toc287471979]Components of the Toxicity Monitoring Module
This is a supplemental module to the Health Care Worker Training on the Introduction of Dolutegravir for the Treatment of HIV Infection. This module includes a facilitator manual, participant manual and PowerPoint slides. This specific module is considered a specialized topical area that can be added to the larger training or used as a standalone training. Facilitators should familiarize themselves with the materials before training. Additional materials including facilitation tips and guidance are available in the main Health Care Worker 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 module, organizers should have access to:
· Information on the national pharmacovigilance systems including how adverse drug reactions should be reported.

[image: ]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 need adaptation to reflect current national guidelines and systems. The yellow boxes on the slides 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.

Training organizers are encouraged to review the training content thoroughly to ensure content is up to date and relevant to the context. In this supplemental module, the facilitator notes associated with Slide #10 may need to be updated if new information becomes available about the risk of neural tube defects with preconception use of DTG. Slide #41 must be adapted to include details of the national pharmacovigilance program.

[bookmark: _Toc237149798][bookmark: _Toc237149807]How to Use the Module
The 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. 
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. This module, on toxicity monitoring, can be used as a stand-alone module or with modules from the basic training package. 

A sample agenda for the module as a stand-alone training is below. Training organizers may choose to integrate this module into the agenda for the basic training. Facilitators may choose to focus more or less on particular areas given the experience level and needs of the audience. If this module is going to be delivered with other modules from the larger training or sections expanded or deleted, the agenda should be adapted accordingly.

	DAY 1

	8:00-8:30
	Participant registration 

	8:30-9:00
	Welcome, introductions

	9:00-10:00
	Introduction to the module and course 

	10:00-11:00
	Module: Toxicity monitoring 

	11:15-11:15
	Break 

	11:15-12:00
	Review, closing


Advance Preparation
If this module is being used as a stand-alone module, prior to the start of the training, the following preparations should be completed:

· Review adaptation guide in the appendix of the facilitator manual
· Update PowerPoint slides, participant manual and facilitator manual with country-specific content
· Prepare participant folders which should include:
· Participant manual
· Pen or pencil 
· Print/prepare a registration sheet
· 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
Starting the Day
Begin the training day by reviewing the agenda and orienting participants to the training facility (location of bathrooms, when and where snacks or meals, if any, will be served, etc.) and any other logistics. Circulate a registration sheet among the participants and fill out nametags for participants and facilitators. This should take no more than 5–10 minutes. 

Toxicity Monitoring
Time: 90 minutes

Objectives:

After completing this module, participants will be able to:
· Explain the importance of pharmacovigilance and toxicity monitoring
· List the definitions of adverse events (AEs), adverse drug reactions (ADRs), classifications of ADRs and treatment limiting toxicities 
· Describe the impact of ADRs on quality of life and adherence
· Name common significant ADRs and treatment limiting toxicities associated with ARVs
· Describe roles and responsibilities, reporting lines and data flow for reporting ADRs
· Appropriately report ADRs related to TLD using national reporting tools 
· Identify where national reports on ADRs may be accessed 

Materials:
· Slides for Toxicity Monitoring modules

Methods:
· Interactive Presentation
· Brainstorming
· Matching activity
· Case Studies

Advance Preparation:
· Review slides 
· Add country-specific data to the PowerPoint presentation
· Decide how you will divide participants into small groups (by counting or another method) to assure that the groups vary in composition throughout the training
· Post slide: Toxicity Monitoring 

	Facilitator Notes:

	Slide: Toxicity Monitoring

Note: If this module on toxicity monitoring is being used as a stand-along module, please refer to the basic training package for introductory materials including information about:
1. Participant manuals
2. Sample agendas
3. Training norms
4. Facilitator best practices and suggestions for effective trainings

	Slide: Training Objectives
Do:
· Read the objectives listed on the slide.
· Assure understanding from the participants. 

	Slide: Pharmacovigilance 
Say:
· Now, we are going to talk about drug toxicity.
Ask:
· Why do you think that talking about drug toxicity is important in light of DTG and TLD?
Answers:
· Understanding drug toxicity can help providers know if a patient needs a regimen change.
· It is important to understand what toxicities may be associated with a new drug. 
Say:
· As you may have guessed, toxicity monitoring is important for every drug and for every patient. It is one of many tools that allows us to make sure that patients get the best care possible.
· As we begin, as we have done before, let’s take a moment to define some of the terms that we will be using in this module. The first term we will use is “Pharmacovigilance”.
Ask:
· What is pharmacovigilance? 
· What do you know about pharmacovigilance in this program/country? 

	Slide: What is Pharmacovigilance?
Key Points:
· The WHO defines pharmacovigilance as: 
· The science and activities relating to the detection, assessment, understanding and prevention of adverse effects or any other drug-related problem.
Ask:
· Who would like to try to explain that in easy to understand terms?
Key Points:
· There are no drugs for which we can say with absolute certainty that it will never have a negative effect on anyone under any circumstances. 
· Drug may have a negative effect because of:
· Poor quality drugs (e.g. counterfeit drugs or drugs that have been stored improperly so don’t work as expected)
· Wrong dosing taken by a patient (e.g. incorrect prescription from the provider or a patient intentionally or unintentionally taking the medication in error)
· Allergic reactions
· Drug interactions
· Pharmacovigilance is a general term under which several specific activities fall including toxicity monitoring.
· Pharmacovigilance is important because it helps to minimize the risks involved with taking medications.
· The focus of this training is on toxicity monitoring which is an element of pharmacovigilance. 

	Slide: Monitoring Drug Toxicity 
Ask:
· Why is it important to monitor for drug toxicity?
Answer: Monitoring is particularly important for new drugs that have not been used in the general population for a long time.
Key Points:
· Before a drug is available, it is studied in animals first, and then studied in clinical trials that may only include a few hundred or even a few thousand people. 
· Clinical studies may exclude certain populations such as pregnant women, patients with hepatitis coinfection or patients with advanced HIV disease.
· There are some drug reactions that are very rare, so they may not be recognized until we see many thousands of patients taking the drug. 
· Even though drugs are studied before they are introduced to the program, it is still important to continue to monitor safety and toxicity when they are being used in regular settings. We sometimes refer to this monitoring as “post-marketing surveillance”. 

	Slide: Definitions

· There are four terms that we are going to use throughout this session:
· side effect
· adverse events (AEs)
· adverse drug reactions (ADRs)
· drug toxicity

	Slide: Side Effect
Ask:
· Let’s start with “side effect”. This term is very commonly used by patients and health care workers. Who can define it for us?
Key Points:
· The WHO defines a side effect as any unintended effect of a pharmaceutical product that occurs at the normal dose, meaning it is not due to an overdose of medication.
· It may be expected or unexpected. For example, an expected side effect of Lopinavir/ritonavir (LPV/r) is diarrhea. We give LPV/r as part of an ART regimen for its antiretroviral effect in controlling the virus. We do not intend to cause diarrhea, but it is a known side effect for many patients.
· When talking about side effects, we often mean it negatively such as the example of LPV/r causing diarrhea.
· Sometimes side effects can be beneficial. For example, some women use oral contraceptive pills for family planning, but the hormones can also help clear acne, so this is an example of a positive side effect. Another one is aspirin, which we use to treat pain or to decrease fever. However, a side effect is that it also thins the blood, so it may help prevent a heart attack.
Say:
· “Side effects” is a broad term that encompasses both positive and negative unintended effects. 
· One thing to note is that a side effect occurs when regular dosing is used. 
· We are not talking about the effects of a dose that is taken that is too high or too low. 
· We are also not talking about reactions that may be caused by substandard drugs.
· Our focus is on describing the pharmacological properties of the drug itself when given at the correct dose. 

	Slide: Adverse Event and Serious Adverse Event
Note:
Users should adapt the facilitator notes below if/when new information becomes available. 
Key Points:
· The WHO defines an adverse event as any untoward medical occurrence that may present during treatment with a pharmaceutical product, but which does not necessarily have a causal relationship with this treatment. 
· This means that something negative may occur at the same time as treatment with a particular drug, but that may or may not be related to the drug itself.
· For example, a patient taking ARVs may fall ill from malaria. That is an “adverse event”, but the malaria probably is not related to the ARVs he was taking at the time. 
· We also use the term “serious adverse event”. 
Ask:
· How does a “serious adverse event” differ from an “adverse event”?
Say:
· A serious adverse event or reaction implies that the undesirable occurrence associated with the use of the medication or drug at any dose could:
· Result in death 
· Be life threatening 
· Require in-patient hospitalization or prolongation of existing hospitalization 
· Result in significant disability or incapacity 
Ask:
· Who can think of an example of a serious adverse event? 
Examples:
· We gave the example of a patient who develops malaria while taking ARVs. That is an AE. If the patient dies or requires hospitalization, it would be considered an SAE. Again, it may or may not be related to the drug the patient is taking, but it is an SAE that occurred while the patient was taking the drug.
· If a woman takes a drug during pregnancy and delivers an infant with a birth defect, then we would consider that a SAE. For example, a drug called thalidomide used to be used as a sedative. It was used to decrease symptoms of morning sickness in pregnant women. However, it was discovered that many of the infants born to women who took thalidomide during pregnancy had limb abnormalities. That was an SAE that was associated with a specific drug.
· Currently, we are concerned that infants born to women who were taking DTG when they became pregnant may have a higher risk of neural tube defects. This is based on an observational study in Botswana where four out 596 women who had been taking DTG before becoming pregnant had infants with neural tube defects. Having a baby with a neural tube defect is an SAE. However, at this time, we are not yet certain if this is caused by the exposure to DTG or for other reasons.

	Slide: Adverse Drug Reaction and Drug Toxicity
Key Points:
· The WHO defines an adverse drug reaction as a noxious and unintended response to a medicine, and which occurs at doses normally used in humans for the prophylaxis, diagnosis or therapy of disease, or for the modification of physiological function.
· This is an AE that is caused by a drug.
Ask:
· How does the definition of an adverse event differ from an adverse drug reaction?
· Answer: The term adverse event includes a negative effect that occurs at the same time a drug is taken, but that may not be related to a drug, whereas with an adverse drug reaction there is causal relationship between the drug and the negative effect.
· Drug toxicity refers to the harmful effects that a drug may cause. Drug toxicity includes the effects from drugs that are taken at normal doses, but also when a patient takes an overdose.
· The more toxic a drug is the more potential it has to cause harm to patients.
Ask
· What may happen if a patient experiences ADR?
Answer:
· If severe, an ADR may result in death or disability.
· The patient may choose to discontinue drugs or miss doses.
· The patient may require additional interventions to lessen the impact of a reaction.
Say:
· An ADR is what the patient experiences, while toxicity describes potential harm from a drug itself. These two terms are closely related, and we will be using them during the rest of the training as we talk about toxicity monitoring.

	Slide: Important to Understand Potential Toxicity of ARVs
Ask:
· Why are we concerned about ADRs and toxicity from ARVs in particular?
Key Points:
· All ARVs can cause reactions, but they must be taken for life to maintain viral suppression.
· Many patients with HIV are taking multiple drugs such as cotrimoxazole, TB medications or other treatments, so they may have an ADR from any of them, or because of drug-drug interactions.
· Patients with HIV may also have other co-morbid conditions such as malnutrition that may put them at higher risk for experiencing drug reactions.

	Slide: Impact on Adherence
Say:
· For ARVs to be effective, it is important for patients to adhere to them on a daily basis, but if they are experiencing a negative reaction, they may not want to take them. 
Ask:
· What are some of the common symptoms that patients experience when taking EFV?
Answer:
Neuropsychiatric effects such as sleepiness, dizziness or bad dreams
Ask:
· What may be some of the reasons why a patient will not take their ARVs if they are having these types of symptoms?
Possible answers:
School age children may not take their ARVs during exam times.
Patients may not take their ARVs if the symptoms interfere with their ability to work.
Say:
· What type of counseling do you provide to patients when they start an ARV regimen that contains EFV?
Key Points
· Patients are counseled that they may experience neuropsychiatric effects after EFV, but that they should continue to take their ARVs.
· Patients may be given advice about taking EFV before sleeping at night to minimize the effect on their daily life.
· Patients may also be advised that taking EFV on an empty stomach may decrease the symptoms they experience.
· Patients may also be told that these negative effects improve over time, so they should continue to adhere to their ARVs.
Say:
· Patients are usually told what to expect when they take a regimen containing EFV and even if they are experiencing an ADR, these often get better with time. However, there are other ARVs that had more serious effects, especially when taken for a longer period of time.
Ask:
· What was an ARV that used to be commonly used, but was also toxic when patients took them for a long time?
Key Points:
· Stavudine (d4T) used to be one of the most commonly used ARVs, but it was also toxic and over time caused lipodystrophy, facial wasting or peripheral neuropathy in patients. 
· Lipodystrophy and facial wasting were signs that were very noticeable, so it was stigmatizing for patients who developed this toxicity.
· Unfortunately, for many years, regimens with d4T were the only ones that were available in the program, so patients had no other choice available to them.
Ask:
· If you were a patient who was diagnosed positive and told that you had to take a drug that could potentially be toxic and cause body changes, how would you feel? 
· What would you do if a health care worker told you there was no other choice for you?
Key Points:
· Patients who were very sick may have been more willing to tolerate adverse reactions if the ARVs otherwise made them well again. However, patients who were feeling well may not have been as accepting of these negative effects.
· Patients may have discontinued treatment if they began experiencing toxic effects such as facial wasting, and some patients even refused ART because they knew about these toxicities.
Say:
· As you can see, it is important to recognize the negative effects of ARVs as they may prevent patients from being adherent to their treatment.
· EFV and d4T are older drugs that we have had many years of experience using, but we are now introducing TLD and it is important to monitor for any ADRs or toxicities that occur with its use.
· As more patients start using TLD in the program, we have to monitor for possible toxicities. This will help us to identify safety issues but also help us support patients to adhere to their regimen.


	Slide: Activity! 
Do:
· Prepare two flipcharts in advance. Write “The benefits of toxicity monitoring” at the top of one flipchart as its title. Write “The challenges to toxicity monitoring” at the top of one flipchart as its title. 
· Conduct a group brainstorm. 
Say:
· We are now going to have a short activity to get you brainstorming around adverse events and toxicity monitoring.
· In a moment, I am going to separate you into two groups.
· Each group will brainstorm responses to a prompt.
· One group will brainstorm a list of the benefits of toxicity monitoring.
· The other group will brainstorm a list of the challenges to toxicity monitoring.
· It is ok if you do a little bit of guessing as we will come back as a group and make sure that we all can identify factors that will fall into each of these categories.
Do:
· Give participants about ten minutes to brainstorm.
· Give participants the flipcharts to document their ideas. 
· After ten minutes, allow each group to present their work. Ask probing questions. Ensure that the following items are included on their lists:
· Benefits
· Toxicity monitoring allows for the identification of unexpected effects of a drug in certain populations, rare reactions or reactions that may occur after the drugs are taken for a long period of time.
· Toxicity monitoring provides information on the effects of drugs that may not have been known before the drug became widely used.
· Toxicity monitoring may help identify patients who may benefit from interventions to reduce toxicity (e.g. taking EFV on an empty stomach may help reduce neuropsychiatric side effects).
· Challenges
· It may be difficult to determine if an effect is occurring because of a drug or for another reason.
· Not all patients will react to drugs the same way.
· Patients are usually taking many different drugs at once, which makes it challenging to figure out which is causing the effect.
· Patients may not inform you if they are having any effects or there may not be much time to investigate if they are having any reactions.

	Slide: ADRs May Be Difficult to Detect
Key Points:
· ADRs may be difficult to identify.
· Some reactions such as a skin rash can be seen; others can be detected by laboratory exam. However, there are also ADRs that we cannot detect ourselves and we must rely on the report of the patient.
· Patients may experience or describe their symptoms in ways that we do not expect or understand.
· If patients are ill, it may also be difficult to know if it is the disease that is causing the symptom or the drug. For example, HIV infection may cause weakness, but some patients may experience this as a result of the drugs they are taking.
· ADRs can also be non-specific such as headache, fatigue or diarrhea. There are other things including infection, stress, poor nutrition that may cause these symptoms.
· Patients are usually taking more than one drug at a time, so it can be hard to know which drug is causing the problem.

	Slide: Identifying an ADR

Say:
· There are a few things we can do to help identify an ADR
Key Points:
· Take a history
· Make sure the patient is actually taking the suspected drug.
· Ask if the patient’s reaction may be due to any other cause (underlying disease, other medications or substances, drug interactions).
· Establish the time relationship. Did the reaction occur after the medication was taken? Some reactions occur immediately others take time to develop.
· Conduct a physical exam with appropriate laboratory investigations
· A few medicines cause very distinct physical signs (e.g. NVP or EFV may cause drug rash, AZT may cause nail discoloration).
· Determine if there is any other cause for the reaction.
· Establish the severity of the reaction.
· Check what is known about the drug
· Some reactions are very commonly known, but there are some that may not be as common.
· The package insert often contains information about possible side effects, however even if it is not mentioned, it doesn’t mean that the reaction is definitely not related to the drug.
· Find out what information is known about ADRs related to the drug. This may be found on the internet, in guidelines or by asking colleagues.

	Slide: Evaluating ADRs and Toxicity
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.
· 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 is not a cause for worry if it is 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 also can ask patients if they have missed doses to avoid symptoms, as we do not want adherence to suffer. For example, in patients who are taking regimens with EFV and having sleepiness, some may purposefully skip their dose at times when they need to be awake, such as when they go to work, or when they have to study for exams. If patients are not going to adhere to their ARVs because the side effects are intolerable, that may be a reason to make a drug substitution. 
· Once we have assessed the severity and provided immediate management, we need to figure out the cause and evaluate 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: Activity!
Say:
· Please turn to page 4 and 5 of your participant manual where you will find four different charts that list common medications for the treatment of HIV and the mild and severe ADRs associated with each.
· Usually, mild ADRs are more common while severe ADRs occur less frequently
· Take a few minutes to read the graphs and then we will continue with our conversation.
Do:
· Allow for ample time for the participants to read the materials.
Ask:
· What ADRs do you need explained further?
· What surprises did you find on the list?
· Based on what you just read, what are some differences between what appears in the “mild ADR” list versus what appears in the “severe ADR” list?
· Are there any ADRs in the “mild ADR” list that you would argue belong in the “severe ADR” list?
· Are there any ADRs in the “severe ADR” list that you would argue belong in the “mild ADR” list?
Do:
· Encourage conversation until participants fully understand the difference in severity that leads to a difference in response and intervention. 

	Slide: Assessing the Severity of an ADR
· Once the ADR has been identified, the next step is to assign a grade that helps to describe the severity of the ADR. 
· Grading is done to help a provider decide what to do next. For example, for a grade 1 or mild ADR, no intervention may be needed. However, on the other end of the spectrum, a grade 4 ADR requires an immediate response if an ADR is life threatening. 
· Let’s look closely at each of the four grades:
· Grade 1: 
· Mild: Transient or mild discomfort, no limitation in activity, no medical intervention required.
· Grade 2: 
· Moderate: Daily activities may be affected, and/or minimal intervention may be needed.
· Grade 3: 
· Severe: Daily activity is reduced; medical intervention is needed, and hospitalization may be possible.
· Grade 4: 
· Potentially life threatening: Extreme limitation to daily activities, significant medical intervention and hospitalization necessary.

	Slide: Management of ADRs
· All toxicities must be graded, and the adverse event must be managed according to its severity.
· Once you know what the grade is, you will have to know what the appropriate response is.
· In your manual on pages 10-13, you have a table that describes the four grades for toxicities. Please turn to that page.
Do:
· Wait a moment until everyone has gotten to the table with the four toxicity grades. 
· Ask participants to read for a moment on their own. Once they have, bring everyone’s attention back to you.
· Ensure understanding of the table, grading toxicities and the importance for patient health.
Say:
· As you can see, the actions that are taken are dependent on the severity. We range from continuing ARVs and offering symptomatic relief for grade one to potentially discontinuing medications, hospitalization and stabilizing the patient in grade four. 

	Slide: Case Study: Paul
Say:
· Keep your manual open to the page with the Management of ADRs graph. 
· Let’s look closely at a few examples that may help us to distinguish the grades of different ADRs. 
· First, let’s look at Paul who started taking ARVs one month ago. 
· Paul reports that he is taking his ARVs as prescribed. He reports that he has a difficult time falling asleep at night.
Ask:
· What questions might you ask Paul to help determine the grade of his insomnia?
Answer: When he takes his medications, how long he has been taking that medication? Does he take any other medications, drink caffeine, or take any other stimulants? Does he have worries that keep him from sleeping? Does his sleeplessness interferes with his daily activities, etc.?
Say:
· Paul answers many of your questions. 
· He doesn’t take any other medications, doesn’t drink alcohol or take any other drugs. 
· He has had some financial stress that started last year, but his problems sleeping did not start until last month. 
· However, he reports that in the morning, he is able to get up and go to work with no problems.
Ask:
· Do Paul’s symptoms classify as an ADR? If so, what grade would you assign?
Answer: Yes, Paul’s symptoms are related to the drug. Since the ADR does not affect his day-to-day life, we would give this a grade 1.
· What actions might you take to help Paul? 
Possible answers: Suggest taking the TLD in the morning. Praise him for avoiding alcohol and drugs. Suggest avoiding caffeine. Anxiety can also exacerbate symptoms that may be caused by the drug alone. It is also important to discuss how Paul can reduce his stress.

	Slide: Case Study: Sarah
Say:
· Let’s now look at Sarah. 
· Sarah is taking Lopinavir/ritonavir. She comes in soon after beginning her treatment and complains of a loss of appetite, fatigue, and dark colored urine. 
· Upon examination, you notice that she also has yellowing in her eyes and skin.
· You send some labs and her AST and ALT (liver transaminases) are both elevated and more than 10 times the upper limit of normal. 
Ask:
· [bookmark: _GoBack]What do you think might be happening with Sarah?
Answer: Symptomatic hepatotoxicity
· Do Sarah’s symptoms classify as an ADR? If so, what grade would you assign?
Answer: Yes, Sarah’s symptoms are of a particular concern. We would give this a grade 4. 
· What actions might you take in Sarah’s case? 
Answer: Discontinue the ART and any other medications Sarah might be taking. Manage the hepatotoxicity, hospitalize. Once Sarah has stabilized, reintroduce ART with a modified regimen. 

	Slide: Activity! (continues for 14 Slides)
Note:
· The next several slides are related to this short, interactive activity. The left-hand column will have a symptom listed.
Do:
· Read the symptom on the left side of the slide. 
· Ask the participants what grade should be given to each symptom. 
· Once they have decided, confirm their response by advancing to the next slide. 
Say:
· Open to the page with the Grading of Common AEs graph and the Reported Symptoms graph.
· Take a few minutes to read through the graphs. 
· Let’s look closely at a few examples that may help us to distinguish the grades of different adverse events
Ask:
· What might you ask your patient to help you determine this grade?
· What would make the AE one grade higher? What would make the AE one grade lower?

	Slide: Why is it Important to Report ADRs to the Program?
Say:
· It’s important for us to know how to identify, evaluate and manage ADRs when they occur for the benefit of patients. However, it is also important to report ADRs to the national program.
Ask:
· Why is it important that we notify the national program when a patient experiences an ADR?
Key Points
· There is limited information about new ARVs such as TLD, so there may be toxicities that we don’t know about yet. Different population may also react to drugs in different ways. Reporting to the program helps to gather information to ensure the drugs that are being used are safe and well tolerated.
· If a problem is identified that could affect many patients the program needs to know in order to develop guidance for health care workers and make further decisions on how and when the drug should be used in the program.
· Some ADRs are rare and it takes many cases before we recognize that it is associated with a particular drug. If we focus on ADRs that happen only at one facility, it will take a long time for several rare events to happen. However, if all facilities report to the program, then this information can be gathered and analyzed to identify any problems more quickly.
· Sometimes a patient may experience an ADR and we are not sure how it should be managed. If the program is made aware, experts can be consulted to provide you with support and feedback on what to do.
· The program has developed a system to monitor for the toxicity of all drugs. It is important to report ADRs that occur with new drugs such as TLD, but just as important to report ADRs that happen with other ARVs as well. 

	Slide: Who Should Report ADRs and When Should They Be Reported?
Key Points:
· Health care workers have the right training to identify and report ADRs as they are the ones who diagnose, prescribe and monitor patients’ responses to treatment.
· However, other people involved in a patient’s care may also report ADRs, even patients themselves.
· It is important to report an ADR as soon as possible. 
· Reactions should be reported even if: 
· You are not certain which drug caused the adverse event. 
· You do not have all the details.

	Slide: What Drugs Should Be Reported?
Key Points:
· While our training focuses on HIV and ART, please note that good pharmacovigilance requires reporting for all suspected adverse reactions to all drugs, but it may also include reactions to traditional/alternative/herbal medicines, x-ray contrast media, medical devices or cosmetics. Therefore, a detailed history may help to uncover the cause of an AE. 
· Health care workers have the right training to identify and report ADRs, as they are the ones who diagnose, prescribe and monitor patients’ responses to treatment.

	Slide: How to Report ADRs
Ask:
· Have any of you ever submitted a spontaneous report to report an AD/ADR?
If yes, ask them what they remember from the process. 
If no, indicate that we will learn the process together.
Say:
· At the very minimum, your report is going to contain the following information:
· Title of the report 
· Identifiable Patient (i.e. who is the patient?)
· Prescribed Medicine(s) (i.e. name, formulation, dose, route, frequency and dates taken- include any traditional meds or non-prescription drugs or supplements the patient reports taking)
· Identifiable suspected ADR (i.e. what is the adverse drug reaction?)
· Severity of the ADR
· Identifiable reporter i.e. name and contact details of reporter
· The date of onset of the ADR 
· The action taken following identification of the ADR (this could be continuation of the drug, dose reduction, discontinuation, etc.)
· The outcome following the action taken (resolution of symptoms, drug substitution etc.)
· Information about the patient including age, other comorbidities or significant details
· The suspected medication 

	[image: C:\Users\sk4445\Pictures\Globe.png] Slide: Reporting ADRs
Note: 
This slide must be adapted to include details on the national pharmacovigilance reporting system as appropriate.
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 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 ADRs may occur helps to know what we should screen patients for, how we should counsel them, or in some extreme cases, not use them at all.
· The national body in charge of pharmacovigilance should regularly review reports of ADRs in order to:
· Identify and investigate new signals of concern
· Communicate safety information to national authorities, health professionals and other stakeholders
· Provide feedback to reporters
· Assess the regulatory information relating to safety in order to determine what action, if necessary, needs to be taken to improve safe use. 
· Even though this reporting takes a little bit of extra time, it is important to do, not just for TLD, but for all medicines.

	Slide: Training Objectives

Do:

· Review the learning objectives for this module.
· Ensure understanding from all of the participants. 

Ask:

· What questions do you still have about what was presented on pharma-covigilance, AE/ADR, and screening and management?
· 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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