
SUMMARY OF RISK MANAGEMENT PLAN FOR ATRIPLA 

(EFAVIRENZ/EMTRICITABINE/TENOFOVIR DISOPROXIL 

FUMARATE; ATR)] 

This is a summary of the risk management plan (RMP) for Atripla. The RMP details important 

risks of Atripla, how these risks can be minimized, and how more information will be obtained 

about Atripla’s risks and uncertainties (missing information). 

Atripla’s summary of product characteristics (SmPC) and its package leaflet give essential 

information to healthcare professionals and patients on how Atripla should be used. 

This summary of the RMP for Atripla should be read in the context of all this information 

including the assessment report of the evaluation and its plain-language summary, all which is 

part of the European Public Assessment Report (EPAR). 

Important new concerns or changes to the current ones will be included in updates of Atripla’s 

RMP. 

1. The Medicine and What is it Used for

Atripla is authorized for the treatment of human immunodeficiency virus-1 (HIV-1) infection in 

adults aged 18 years and over with virologic suppression to HIV-1 RNA levels of < 50 copies/ml 

on their current combination antiretroviral therapy for more than three months. Patients must not 

have experienced virological failure on any prior antiretroviral therapy and must be known not to 

have harboured virus strains with mutations conferring significant resistance to any of the three 

components contained in Atripla prior to initiation of their first antiretroviral treatment regimen 

(see Atripla SmPC for the full indication). It contains efavirenz, emtricitabine and tenofovir 

disoproxil fumarate as the active substance and it is given orally. 

Further information about the evaluation of Atripla’s benefits can be found in Atripla’s EPAR, 

including in its plain-language summary, available on the EMA website, under the medicine’s 

webpage: 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000797/huma

n_med_000657.jsp&mid=WC0b01ac058001d124 

2. Risks Associated with the Medicine and Activities to Minimize or Further

Characterize the Risks

Important risks of Atripla, together with measures to minimize such risks and the proposed 

studies for learning more about Atripla’s risks, are outlined below. 

Measures to minimize the risks identified for medicinal products can be: 

 Specific Information, such as warnings, precautions, and advice on correct use, in the

package leaflet and SmPC addressed to patients and healthcare professionals;

 Important advice on the medicine’s packaging;
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 The authorized pack size — the amount of medicine in a pack is chosen so to ensure that the 

medicine is used correctly; 

 The medicine’s legal status — the way a medicine is supplied to the public (e.g. with or 

without prescription) can help to minimizes its risks. 

Together, these measures constitute routine risk minimization measures. 

In addition to these measures, information about adverse reactions is collected continuously and 

regularly analysed including periodic safety update report (PSUR) assessment so that immediate 

action can be taken as necessary. These measures constitute routine pharmacovigilance activities. 

If important information that may affect the safe use of Atripla is not yet available, it is listed 

under ‘missing information’ below. 

2A. List of important risks and missing information 

Important risks of Atripla are risks that need special risk management activities to further 

investigate or minimize the risk, so that the medicinal product can be safely taken. Important 

risks can be regarded as identified or potential. Identified risks are concerns for which there is 

sufficient proof of a link with the use of Atripla. Potential risks are concerns for which an 

association with the use of this medicine is possible based on available data, but this association 

has not been established yet and needs further evaluation. Missing information refers to 

information on the safety of the medicinal product that is currently missing and needs to be 

collected (e.g. on the long-term use of the medicine); 

Table 1. List of Important Risks and Missing Information  

Important Identified Risks High-grade hepatic enzyme elevation and severe hepatic events (EFV) 

Neural tube developmental abnormalities (EFV) 

Psychiatric and nervous system symptoms (EFV) 

Skin rashes and severe skin reactions (EFV) 

Alteration in EFV blood levels and CYP2B6 genetic polymorphisms (EFV) 

Renal toxicity (TDF) 

Bone events due to proximal renal tubulopathy/loss of BMD (TDF) 

Important Potential Risks  Urolithiasis/nephrolithiasis (EFV) 

Missing Information Safety in pregnancy and lactation (EFV, TDF) 
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2B. Summary of Important Risks 

Table 2. Summary of Important Identified Risks 

Important Identified 

Risk High-grade hepatic enzyme elevation and severe hepatic events (EFV) 

Evidence for linking 

the risk to the medicine 

Postmarketing reports of hepatic failure have been received.  

In clinical studies, elevations of aspartate aminotransferase (AST), alanine 

aminotransferase (ALT), gamma-glutamyltransferase (GGT) to greater than five times 

the upper limit of the normal range (ULN) were seen in patients treated with EFV. 

Risk factors and risk 

groups 

Risk factors identified in a multivariate analysis included HCV coinfection, high alcohol 

intake and advancing age, whereas other published studies have suggested HBV 

coinfection to be a risk factor as well. 

A small number of patients without pre-existing hepatic disease or other identifiable risk 

factors have been reported to have experienced severe hepatic events. 

Risk Minimization 

Measure(s) 

Routine risk minimization measures: 

SmPC Section 4.4, 4.8 

PL Section 2 and 4 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Recommendation for liver enzyme monitoring is included in SmPC section 4.4. 

Additional risk minimization measures: 

None 

Important Identified 

Risk 

Neural tube developmental abnormalities (EFV) 

Evidence for linking 

the risk to the medicine 

There were reports of findings consistent with NTDs, including meningomyelocele (a 

type of spina bifida) with EFV use reported in the Antiretroviral Pregnancy Registry 

(APR). 

There are no adequate and well-controlled studies of efavirenz in pregnant women. 

No cases of neural tube defects were reported during clinical development. 

Risk factors and risk 

groups 

Patients at risk include pregnant women and their fetuses who experience first trimester 

exposure to efavirenz, and women of reproductive potential who are not using adequate 

contraception. Periconceptional folate deficiency appears to be an independent risk 

factor for the development of fetal neural tube defects. 

Risk Minimization 

Measure(s) 

Routine risk minimization measures: 

SmPC Section 4.6 

PL Section 2 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Pregnancy testing and avoidance of Atripla use during pregnancy is included in SmPC 

Section 4.6. 

Additional risk minimization measures: 

None 

Additional 

Pharmacovigilance 

activities 

Additional pharmacovigilance activities: 

Antiretroviral Pregnancy Registry 

Important Identified 

Risk 

Psychiatric and nervous system symptoms (EFV) 
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Evidence for linking 

the risk to the medicine 

Postmarketing reports of death by suicide, severe depression, delusions, psychosis-like 

behavior and catatonia have been reported with the use of EFV. In clinical studies, one 

EFV-treated patient died (Study AI266006) as a result of an overdose and possible 

suicide attempt. Other psychiatric events reported in clinical studies included suicidal 

ideation, non-fatal suicide attempt, severe depression, aggressive behavior, paranoid 

reactions, and manic reactions. 

In clinical studies, insomnia, dizziness, impaired concentration, somnolence, and 

abnormal dreaming were reported with 600 mg EFV use together with other 

antiretroviral agents. 

Risk factors and risk 

groups 

Patients with a prior history of psychiatric disorders appear to be at greater risk of 

serious psychiatric adverse experiences. Nervous system symptoms may occur more 

frequently when EFV is taken concomitantly with meals possibly due to increased EFV 

plasma levels. Individuals with CYP2B6 polymorphisms cannot eliminate EFV 

normally and could experience symptoms related to toxic effects of increased blood 

levels. Neuropsychiatric symptoms would be expected to manifest weeks after treatment 

initiation. 

Risk Minimization 

Measure(s) 

Routine risk minimization measures: SmPC Section 4.4, 4.5, 4.8, 4.9 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Recommendation for monitoring ADRs including nervous system symptoms are 

included in patients with hepatic impairment or underlying liver disorders are included 

in SmPC Section 4.2 

Additional risk minimization measures: 

None 

Important Identified 

Risk 

Skin rashes and severe skin reactions (EFV) 

Evidence for linking 

the risk to the medicine 

Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN) and erythema 

multiforme are the most severe generalized skin reactions reported with EFV. Mild-to-

moderate rash has been reported in patients treated with EFV and usually resolves with 

continued therapy. 

In clinical trials, new-onset skin rash, severe rash associated with blistering, moist 

desquamation, or ulceration, erythema multiforme or Stevens-Johnson syndrome has 

been reported with EFV use. 

Risk factors and risk 

groups 

Rash was reported more frequently in children, and was more often of higher grade than 

in adults.  

Risk Minimization 

Measure(s) 

Routine risk minimization measures: SmPC Section 4.4, 4.8 

PL Section 2 and 4 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Discontinuation of ATR in patients who develop severe skin rash associated with 

blistering, desquamation, mucosal involvement of fever and ATR is not recommended 

for patients with life threatening cutaneous reaction while taking an NNRTI are included 

in SmPC Section 4.4 

Additional risk minimization measures: 

None 

Important Identified 

Risk 

Alteration in EFV blood levels and CYP2B6 genetic polymorphisms (EFV) 

Evidence for linking 

the risk to the medicine 

There have been serious and non-serious postmarketing reports of patients with 

CYP2B6 genetic polymorphisms and reduced drug clearance of efavirenz. In some 

reports, the patients experienced 3- to 10-fold increased efavirenz plasma levels for 
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weeks after efavirenz was discontinued. Some patients experienced neurological 

symptoms, with one subject experiencing acute psychosis. 

In clinical studies, a nonsynonymous 516GT variant in the gene encoding CYP2B6 

was strongly associated with slower plasma efavirenz clearance and greater plasma 

concentrations, which has been further validated with long term follow up (3 years). 

This relationship is consistent with the primary role of CYP2B6 in efavirenz 

metabolism. 

Risk factors and risk 

groups 
CYP2B6 516 G T substitutions appear to be the polymorphic variants most often 

implicated in variable clearance of efavirenz. However, as noted above, there are 

conflicting data regarding the frequency of 516G T in different populations. 

Risk Minimization 

Measure(s) 

Routine risk minimization measures: 

SmPC Section 5.2 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

None 

Additional risk minimization measures: 

None 

Important Identified 

Risk 

Renal toxicity (TDF) 

Evidence for linking 

the risk to the medicine 

Renal failure, renal impairment, elevated creatinine, hypophosphatemia and PRT 

(including Fanconi syndrome) have been reported with the use of TDF in clinical trials 

and the postmarketing setting. 

Risk factors and risk 

groups 

Risk factors for renal events include advanced HIV disease (low CD4 count at the start 

of treatment), low weight, older age, renal impairment before starting therapy, use of 

other medicines that are damaging to kidneys, high blood pressure, and also being 

infected with hepatitis C 

Risk Minimization 

Measure(s) 

Routine risk minimization measures: 

SmPC Section 4.2, 4.4, 4.5, 4.8, 4.9 

PL Section 2, 4 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Recommendations for renal function monitoring frequency, guidance with nephrotoxic 

co-medications, guidance for treatment interruption or discontinuation are included in 

SmPC Section 4.4 and 4.8 

Additional risk minimization measures: 

None 

Additional 

Pharmacovigilance 

activities 

Additional pharmacovigilance activities: 

Monitoring of reversibility of renal tubulopathy in clinical trials  

Important Identified 

Risk 

Bone events due to proximal renal tubulopathy/loss of BMD (TDF) 

Evidence for linking 

the risk to the medicine 

Clinical trial data indicate that decreases in BMD observed following the initiation of 

ART appear to be greater with regimens containing TDF compared to those without 

TDF.  

Analysis of postmarketing spontaneous AE reports has indicated that there may be rare 

occurrences of osteomalacia (manifested as bone pain and infrequently contributing to 

fractures) as a consequence of PRT in patients treated with TDF. 

Risk factors and risk 

groups 

HIV infection is known to be associated with bone disease.  
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Risk Minimization 

Measure(s) 

Routine risk minimization measures: 

SmPC Section 4.4, 4.8, 5.3 

PL Sections: 2 and 4 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

Guidance on action to be taken if bone abnormalities are suspected are included in 

SmPC section 4.4: 

Additional risk minimization measures: 

None 

 

Table 3. Summary of Important Potential Risks 

Important Potential 

Risk Urolithiasis/nephrolithiasis (EFV) 

Evidence for linking 

the risk to the medicine 

Serious and non-serious reports of renal lithiasis related events have been reported in 

patients treated with efavirenz. Cases of nephrolithiasis have been reported during 

postmarketing surveillance in HIV infected patients receiving efavirenz therapy. 

Literature reports identified renal stones with efavirenz-containing metabolites. 

Risk factors and risk 

groups 

Patients with a prior history of urolithiasis and/or concomitant exposure to other drugs 

with lithogenic potential may increase their risk of crystalluria and stone formation. No 

other risk groups and risk factors have been identified. 

Risk Minimization 

Measure(s) 
No risk minimization measures 

 

Table 4. Summary of Missing Information 

Missing information Safety in pregnancy and lactation (TDF, EFV) 

Risk Minimization 

Measure(s) 

Routine risk communication: 

SmPC Section 4.6, 5.3 

PL Section 2 

Routine risk minimization activities recommending specific clinical measures to address 

the risk: 

None 

Additional risk minimization measures: 

None 

Additional 

Pharmacovigilance 

activities 

Additional pharmacovigilance activities: 

Antiretroviral Pregnancy Registry  

 

2C. Post-authorization Development Plan 

2C.1 Studies which are Conditions of the Marketing Authorization 

There are no studies which are conditions of the marketing authorization or specific obligation of 

Atripla. 
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2C.2 Other Studies in Post-Authorization Development Plan 

Table 5. Other Studies in Post-Authorization Development Plan 

Short Study Name Purpose of the Study 

Antiretroviral Pregnancy Registry
 

Safety concern(s) addressed: 

Important identified risk: Neural tube developmental abnormalities 

Missing information: Safety in pregnancy and lactation 

Objectives: 

To collect information on the risk of birth defects in patients exposed to 

Atripla during pregnancy 

Monitoring of reversibility of renal 

tubulopathy in clinical trials 

Safety concern(s) addressed: 

Important identified risk: Renal toxicity 

Objectives: 

To collect information on the reversibility of renal tubulopathy following the 

discontinuation of TDF in adult and pediatric patients 
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