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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	INDICATIONS AND USAGE 
	EVIPLERA  (emtricitabine/rilpivirine/tenofovir disoproxil fumarate) is indicated for use as a complete regimen for the treatment of HIV-1 infection in antiretroviral treatment-naive adults.

This indication is based on Week 48 safety and efficacy analyses from 2 randomized, double-blind, active controlled, Phase 3 trials in treatment-naive subjects comparing rilpivirine to efavirenz [See Clinical Studies (14)]. 

The following points should be considered when initiating therapy with EVIPLERA: 

· More rilpivirine-treated subjects with HIV-1 RNA greater than 100,000 copies/mL at the start of therapy experienced virologic failure compared to subjects with HIV-1 RNA less than 100,000 copies/mL at the start of therapy [See Clinical Studies (14)]. 

· The observed virologic failure rate in rilpivirine-treated subjects conferred a higher rate of overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz [See Microbiology (12.4)]. 

· More subjects treated with rilpivirine developed lamivudine/emtricitabine associated resistance compared to efavirenz [See Microbiology (12.4)]. 

EVIPLERA is not recommended for patients less than 18 years of age [See Use in Specific Populations (8.4)].

	EVIPLERA  (emtricitabine/rilpivirine/tenofovir disoproxil fumarate) is indicated for use as a complete regimen for the treatment of HIV-1 infection in antiretroviral treatment-naive adults.

This indication is based on Week 48 safety and efficacy analyses from 2 randomized, double-blind, active controlled, Phase 3 trials in treatment-naive subjects comparing rilpivirine to efavirenz [See Clinical Studies (14)]. 

The following points should be considered when initiating therapy with EVIPLERA: 

· More rilpivirine-treated subjects with HIV-1 RNA greater than 100,000 copies/mL at the start of therapy experienced virologic failure compared to subjects with HIV-1 RNA less than 100,000 copies/mL at the start of therapy [See Clinical Studies (14)]. 

· The observed virologic failure rate in rilpivirine-treated subjects conferred a higher rate of overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz [See Microbiology (12.4)]. 

· More subjects treated with rilpivirine developed lamivudine/emtricitabine associated resistance compared to efavirenz [See Microbiology (12.4)]. 

EVIPLERA is not recommended for patients less than 18 years of age [See Use in Specific Populations (8.4)].


EVIPLERA, a combination of two nucleoside analog HIV 1 reverse transcriptase inhibitors (emtricitabine and tenofovir disoproxil fumarate) and one non-nucleoside reverse transcriptase inhibitor (rilpivirine), is indicated for use as a complete regimen for the treatment of HIV-1 infection in adult patients with no antiretroviral treatment history and with HIV-1 RNA less than or equal to 100,000 copies/mL at the start of therapy, and in certain virologically-suppressed (HIV-1 RNA <50 copies/mL) adult patients on a stable antiretroviral regimen at start of therapy in order to replace their current antiretroviral treatment regimen (see below).

The following points should be considered when initiating therapy with EVIPLERA in adult patients with no antiretroviral treatment history: 

· More rilpivirine-treated subjects with HIV-1 RNA greater than 100,000 copies/mL at the start of therapy experienced virologic failure (HIV-1 RNA ≥50 copies/mL) compared to rilpivirine-treated subjects with HIV-1 RNA less than or equal to 100,000 copies/mL [See Clinical Studies (14)]. 

·  Regardless of HIV-1 RNA level at the start of therapy, more rilpivirine-treated subjects with CD4+ cell count less than 200 cells/mm3 experienced virologic failure compared to rilpivirine-treated subjects with CD4+ cell count greater than or equal to 200 cells/mm3 [See Clinical Studies (14)]. 

·  The observed virologic failure rate in rilpivirine-treated subjects conferred a higher rate of overall treatment resistance and cross-resistance to the NNRTI class compared to efavirenz [See Microbiology (12.4)] 

· More subjects treated with rilpivirine developed tenofovir and lamivudine/emtricitabine  associated resistance compared to efavirenz [See Microbiology (12.4)].

· The efficacy of EVIPLERA was established in patients who were virologically-suppressed (HIV-1 RNA <50 copies/mL) on stable ritonavir-boosted protease inhibitor-containing regimen. The following points should be met when considering replacing the current regimen with EVIPLERA in virologically-suppressed adults [See Clinical Studies (14)]: 


· Patients should have no history of virologic failure. 

· Patients should have been stably suppressed (HIV-1 RNA <50 copies/mL) for at least 6 months prior to switching therapy. 

· Patients should currently be on their first or second antiretroviral regimen prior to switching therapy. 

· Patients should have no current or past history of resistance to any of the three components of EVIPLERA. 

Additional monitoring of HIV-1 RNA and regimen tolerability is recommended after replacing therapy to assess for potential virologic failure or rebound. 

EVIPLERA is not recommended for patients less than 18 years of age [See Use in Specific Populations (8.4)].


	DOSAGE AND ADMINISTRATION 

	Renal Impairment: Because EVIPLERA is a fixed-dose combination, it should not be prescribed for patients requiring dose adjustment  such as those with moderate or severe renal impairment (creatinine clearance below 50 mL per minute). 



	Renal Impairment: Because EVIPLERA is a fixed-dose combination, it should not be prescribed for patients requiring dose adjustment reduction such as those with moderate or severe renal impairment (estimated creatinine clearance below 50 mL per minute). 


Rifabutin Coadministration: If EVIPLERA is coadministered with rifabutin, an additional 25 mg tablet of rilpivirine (Edurant®) once per day is recommended to be taken concomitantly with EVIPLERA and with a meal for the duration of the rifabutin coadministration [See Drug Interactions (7.5) and Clinical Pharmacology (12.3)].


	CONTRAINDICATIONS 

	EVIPLERA should not be coadministered with the following drugs, as significant decreases in rilpivirine plasma concentrations may occur due to CYP3A enzyme induction or gastric pH increase, which may result in loss of virologic response and possible resistance to EVIPLERA or to the class of NNRTIs [See Drug Interactions (7) and Clinical Pharmacology (12.3)]: 

· the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin 

· the antimycobacterials rifabutin, rifampin, rifapentine 

· proton pump inhibitors, such as esomeprazole, lansoprazole,    
            omeprazole, pantoprazole, rabeprazole 

· the glucocorticoid systemic dexamethasone (more than a single dose) 

· St. John’s wort (Hypericum perforatum) 



	EVIPLERA should not be coadministered with the following drugs, as significant decreases in rilpivirine plasma concentrations may occur due to CYP3A enzyme induction or gastric pH increase, which may result in loss of virologic response and possible resistance to EVIPLERA or to the class of NNRTIs [See Drug Interactions (7) and Clinical Pharmacology (12.3)]: 

· the anticonvulsants carbamazepine, oxcarbazepine, phenobarbital, phenytoin 

· the antimycobacterials rifabutin, rifampin, rifapentine 

· proton pump inhibitors, such as dexlansoprazole, esomeprazole, lansoprazole,    
            omeprazole, pantoprazole, rabeprazole 

· the glucocorticoid systemic dexamethasone (more than a single dose) 

· St. John’s wort (Hypericum perforatum) 




	WARNINGS AND PRECAUTIONS 

	5.3  New Onset or Worsening Renal Impairment 
Renal impairment, including cases of acute renal failure and Fanconi syndrome (renal tubular injury with severe hypophosphatemia), has been reported with the use of tenofovir DF [See Adverse Reactions (6.2)]. 

It is recommended that creatinine clearance be calculated in all patients prior to initiating therapy and as clinically appropriate during therapy with EVIPLERA. Routine monitoring of calculated creatinine clearance and serum phosphorus should be performed in patients at risk for renal impairment, including patients who have previously experienced renal events while receiving HEPSERA. 

EVIPLERA should be avoided with concurrent or recent use of a nephrotoxic agent 

Emtricitabine and tenofovir are principally eliminated by the kidney; however, rilpivirine is not. Since EVIPLERA is a combination product and the dose of the individual components cannot be altered, patients with creatinine clearance below 50 mL per minute should not receive EVIPLERA. 

5.4  Drug Interactions 
Caution should be given to prescribing EVIPLERA with drugs that may reduce the exposure of rilpivirine [See Contraindications (4), Drug Interactions (7), and Clinical Pharmacology (12.3)]. 

In healthy subjects, supratherapeutic doses of rilpivirine (75 mg once daily and 300 mg once daily) have been shown to prolong the QTc interval of the electrocardiogram [See Drug Interactions (7) and Clinical Pharmacology (12.2)]. EVIPLERA should be used with caution when coadministered with a drug with a known risk of Torsade de Pointes. 

5.5  Depressive Disorders 

The adverse reaction depressive disorders (depressed mood, depression, dysphoria, major depression, mood altered, negative thoughts, suicide attempt, suicidal ideation) has been reported with rilpivirine. During the Phase 3 trials (N=1368),  the incidence of depressive disorders (regardless of causality, severity) reported among rilpivirine (N=686) or efavirenz (N=682) was 8 % and 6 %, respectively. Most events were mild or moderate in severity. The incidence of Grade 3 and 4 depressive disorders (regardless of causality) was 1% for both rilpivirine and efavirenz. The incidence of discontinuation due to depressive disorders among rilpivirine or efavirenz was 1% in each arm. Suicide attempt was reported in 2 subjects in the rilpivirine arm while suicide ideation was reported in 1 subject in the rilpivirine arm and in 3 subjects in the efavirenz arm. Patients with severe depressive symptoms should seek immediate medical evaluation to assess the possibility that the symptoms are related to EVIPLERA, and if so, to determine whether the risks of continued therapy outweigh the benefits.

5.6  Decreases in Bone Mineral Density 
Bone mineral density (BMD) monitoring should be considered for HIV-1 infected patients who have a history of pathologic bone fracture or other risk factors for osteoporosis or bone loss. Although the effect of supplementation with calcium and Vitamin D was not studied, such supplementation may be beneficial for all patients. If bone abnormalities are suspected then appropriate consultation should be obtained. 

Tenofovir Disoproxil Fumarate: In a 144 week study of HIV-1 infected treatment-naive adult subjects treated with tenofovir DF (Study 903), decreases in BMD were seen at the lumbar spine and hip in both arms of the study. At Week 144, there was a significantly greater mean percentage decrease from baseline in BMD at the lumbar spine in subjects receiving tenofovir DF + lamivudine + efavirenz (-2.2% ± 3.9) compared with subjects receiving stavudine + lamivudine + efavirenz (-1.0% ± 4.6). Changes in BMD at the hip were similar between the two treatment groups (-2.8% ± 3.5 in the tenofovir DF group vs. -2.4% ± 4.5 in the stavudine group). In both groups, the majority of the reduction in BMD occurred in the first 24–48 weeks of the study and this reduction was sustained through 144 weeks. Twenty-eight percent of tenofovir DF-treated subjects vs. 21% of the comparator subjects lost at least 5% of BMD at the spine or 7% of BMD at the hip. Clinically relevant fractures (excluding fingers and toes) were reported in 4 subjects in the tenofovir DF group and 6 subjects in the comparator group. Tenofovir DF was associated with significant increases in biochemical markers of bone metabolism (serum bone-specific alkaline phosphatase, serum osteocalcin, serum C telopeptide, and urinary N telopeptide), suggesting increased bone turnover. Serum parathyroid hormone levels and 1,25 Vitamin D levels were also higher in subjects receiving tenofovir DF. 

The effects of tenofovir DF-associated changes in BMD and biochemical markers on long-term bone health and future fracture risk are unknown. For additional information, please consult the VIREAD prescribing information. 

Cases of osteomalacia (associated with proximal renal tubulopathy and which may contribute to fractures) have been reported in association with the use of VIREAD [See Adverse Reactions (6.2)]. 


	5.3  New Onset or Worsening Renal Impairment 
Renal impairment, including cases of acute renal failure and Fanconi syndrome (renal tubular injury with severe hypophosphatemia), has been reported with the use of tenofovir DF [See Adverse Reactions (6.2)]. 

It is recommended that estimated creatinine clearance be calculated assessed in all patients prior to initiating therapy and as clinically appropriate during therapy with EVIPLERA. Routine monitoring of calculated creatinine clearance and serum phosphorus should be performed in patients at risk for renal impairment, including patients who have previously experienced renal events while receiving HEPSERA. 

In patients at risk of renal dysfunction, including patients who have previously experienced renal events while receiving HEPSERA®, it is recommended that estimated creatinine clearance, serum phosphorus, urine glucose, and urine protein be assessed prior to initiation of EVIPLERA, and periodically during EVIPLERA therapy.
EVIPLERA should be avoided with concurrent or recent use of a nephrotoxic agent (e.g., high-dose or multiple non-steroidal anti-inflammatory drugs (NSAIDs)) [See Drug Interactions (7.3)]. Cases of acute renal failure after initiation of high dose or multiple NSAIDs have been reported in HIV-infected patients with risk factors for renal dysfunction who appeared stable on tenofovir DF. Some patients required hospitalization and renal replacement therapy. Alternatives to NSAIDs should be considered, if needed, in patients at risk for renal dysfunction. 

Persistent or worsening bone pain, pain in extremities, fractures and/or muscular pain or weakness may be manifestations of proximal renal tubulopathy and should prompt an evaluation of renal function in at-risk patients.

Emtricitabine and tenofovir are principally eliminated by the kidney; however, rilpivirine is not. Since EVIPLERA is a combination product and the dose of the individual components cannot be altered, patients with estimated creatinine clearance below 50 mL per minute should not receive EVIPLERA. 

5.4  Drug Interactions 
Caution should be given to prescribing EVIPLERA with drugs that may reduce the exposure of rilpivirine [See Contraindications (4), Drug Interactions (7), and Clinical Pharmacology (12.3)]. 

In healthy subjects, supratherapeutic doses of rilpivirine (75 mg once daily and 300 mg once daily) have been shown to prolong the QTc interval of the electrocardiogram [See Drug Interactions (7) and Clinical Pharmacology (12.2)]. EVIPLERA should be used with caution when coadministered with a drug with a known risk of Torsade de Pointes. 

5.5  Depressive Disorders 

The adverse reaction depressive disorders (depressed mood, depression, dysphoria, major depression, mood altered, negative thoughts, suicide attempt, suicidal ideation) has been reported with rilpivirine. During the Phase 3 trials (N=1368), through 96 weeks, the incidence of depressive disorders (regardless of causality, severity) reported among rilpivirine (N=686) or efavirenz (N=682) was 8 9% and 6 8%, respectively. Most events were mild or moderate in severity. The incidence of Grade 3 and 4 depressive disorders (regardless of causality) was 1% for both rilpivirine and efavirenz. The incidence of discontinuation due to depressive disorders among rilpivirine or efavirenz was 1% in each arm. Suicide attempt was reported in 2 subjects in the rilpivirine arm while suicide ideation was reported in 1 subject in the rilpivirine arm and in 3 subjects in the efavirenz arm. Suicidal ideation was reported in 4 subjects in each arm while suicide attempt was reported in 2 subjects in the rilpivirine arm. Patients with severe depressive symptoms should seek immediate medical evaluation to assess the possibility that the symptoms are related to EVIPLERA, and if so, to determine whether the risks of continued therapy outweigh the benefits.

5.6 Hepatotoxicity 

Hepatic adverse events have been reported in patients receiving a rilpivirine containing regimen. Patients with underlying hepatitis B or C, or marked elevations in liver-associated tests prior to treatment may be at increased risk for worsening or development of liver-associated test elevations with use of EVIPLERA. A few cases of hepatic toxicity have been reported in patients receiving a rilpivirine containing regimen who had no pre-existing hepatic disease or other identifiable risk factors. Appropriate laboratory testing prior to initiating therapy and monitoring for hepatotoxicity during therapy with EVIPLERA is recommended in patients with underlying hepatic disease such as hepatitis B or C, or in patients with marked elevations in liver-associated tests prior to treatment initiation. Liver-associated test monitoring should also be considered for patients without pre-existing hepatic dysfunction or other risk factors.

5.6  Decreases in Bone Mineral Density 
Bone mineral density (BMD) monitoring should be considered for HIV-1 infected patients who have a history of pathologic bone fracture or other risk factors for osteoporosis or bone loss. Although the effect of supplementation with calcium and Vitamin D was not studied, such supplementation may be beneficial for all patients. If bone abnormalities are suspected then appropriate consultation should be obtained. 

Tenofovir Disoproxil Fumarate: In a 144 week study of HIV-1 infected treatment-naive adult subjects treated with tenofovir DF (Study 903), decreases in BMD were seen at the lumbar spine and hip in both arms of the study. At Week 144, there was a significantly greater mean percentage decrease from baseline in BMD at the lumbar spine in subjects receiving tenofovir DF + lamivudine + efavirenz (-2.2% ± 3.9) compared with subjects receiving stavudine + lamivudine + efavirenz (-1.0% ± 4.6). Changes in BMD at the hip were similar between the two treatment groups (-2.8% ± 3.5 in the tenofovir DF group vs. -2.4% ± 4.5 in the stavudine group). In both groups, the majority of the reduction in BMD occurred in the first 24–48 weeks of the study and this reduction was sustained through 144 weeks. Twenty-eight percent of tenofovir DF-treated subjects vs. 21% of the comparator subjects lost at least 5% of BMD at the spine or 7% of BMD at the hip. Clinically relevant fractures (excluding fingers and toes) were reported in 4 subjects in the tenofovir DF group and 6 subjects in the comparator group. Tenofovir DF was associated with significant increases in biochemical markers of bone metabolism (serum bone-specific alkaline phosphatase, serum osteocalcin, serum C telopeptide, and urinary N telopeptide), suggesting increased bone turnover. Serum parathyroid hormone levels and 1,25 Vitamin D levels were also higher in subjects receiving tenofovir DF. 

The effects of tenofovir DF-associated changes in BMD and biochemical markers on long-term bone health and future fracture risk are unknown. For additional information, please consult the VIREAD prescribing information. 

Cases of osteomalacia (associated with proximal renal tubulopathy and which may contribute to fractures) have been reported in association with the use of VIREAD [See Adverse Reactions (6.2)]. 

5.7 Bone Effects of Tenofovir DF 

Bone Mineral Density: 

In clinical trials in HIV-1-infected adults, tenofovir DF was associated with slightly greater decreases in bone mineral density (BMD) and increases in biochemical markers of bone metabolism, suggesting increased bone turnover relative to comparators. Serum parathyroid hormone levels and 1,25 Vitamin D levels were also higher in subjects receiving tenofovir DF. For more information, please consult the VIREAD® prescribing information. 

The effects of tenofovir DF-associated changes in BMD and biochemical markers on long-term bone health and future fracture risk are unknown. Assessment of BMD should be considered for patients who have a history of pathologic bone fracture or other risk factors for osteoporosis or bone loss. Although the effect of supplementation with calcium and Vitamin D was not studied, such supplementation may be beneficial for all patients. If bone abnormalities are suspected then appropriate consultation should be obtained.

Mineralization Defects: 
Cases of osteomalacia associated with proximal renal tubulopathy, manifested as bone pain or pain in extremities and which may contribute to fractures, have been reported in association with the use of tenofovir DF [See Adverse Reactions (6.2)]. Arthralgias and muscle pain or weakness have also been reported in cases of proximal renal tubulopathy. Hypophosphatemia and osteomalacia secondary to proximal renal tubulopathy should be considered in patients at risk of renal dysfunction who present with persistent or worsening bone or muscle symptoms while receiving products containing tenofovir DF [See Warnings and Precautions (5.3)].



6   ADVERSE REACTIONS 
The following adverse drug reactions are discussed in other sections of the labeling: 

· Lactic Acidosis/Severe Hepatomegaly with Steatosis [See Boxed Warning, 
           Warnings and Precautions (5.1)]. 

· Severe Acute Exacerbations of Hepatitis B [See Boxed Warning, Warnings 
           and Precautions (5.2)]. 

· New Onset or Worsening Renal Impairment [See Warnings and Precautions 
           (5.3)]. 

· Depressive Disorders [See Warnings and Precautions (5.5)]. 
· Hepatotoxicity [See Warnings and Precautions (5.6)].  
· Decreases in Bone Mineral Density Bone Effects of Tenofovir DF  [See Warnings and Precautions (5.7)]. 

· Immune Reconstitution Syndrome [See Warnings and Precautions (5.9)]. 

6.1   Adverse Reactions from Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice. 

In HIV-1-Infected Subjects With No Antiretroviral Treatment History
Studies C209 and C215 – Treatment-Emergent Adverse Drug Reactions: The safety assessment of rilpivirine, used in combination with other antiretroviral drugs, is based on the Week 96 pooled data from 1368 patients in the Phase 3 trials TMC278-C209 (ECHO) and TMC278-C215 (THRIVE) in antiretroviral treatment-naive HIV-1 infected adult patients. A total of 686 patients received rilpivirine in combination with other antiretroviral drugs as background regimen; most (N=550) received emtricitabine/tenofovir DF as background regimen. The number of subjects randomized to the control arm efavirenz was 682, of which 546 received emtricitabine/tenofovir DF as background regimen [See Clinical Studies (14)]. The median duration of exposure for subjects in either treatment arm was 56 104 weeks. 

Adverse drug reactions (ADR) observed at week 96 in patients who received rilpivirine or efavirenz plus emtricitabine/tenofovir DF as background regimen are shown in Table 1. No new types of adverse reactions were identified between Week 48 and Week 96. The adverse drug reactions observed in this subset of patients were generally consistent with those seen for the overall patient population participating in these studies (refer to the prescribing information for EDURANT). 

The proportion of subjects who discontinued treatment with rilpivirine or efavirenz + emtricitabine/tenofovir DF due to ADR, regardless of severity, was 2% and 5%, respectively. The most common ADRs leading to discontinuation were psychiatric disorders: 8 (1.5%) 9 (1.6%) subjects in the rilpivirine + emtricitabine/tenofovir DF arm and 12 (2.2%) subjects in the efavirenz + emtricitabine/tenofovir DF arm. Rash led to discontinuation in 1 (0.2%) subjects in the rilpivirine + emtricitabine/tenofovir DF arm and 10 (1.8%) subjects in the efavirenz + emtricitabine/tenofovir DF arm. 

Common Adverse Drug Reactions 

Clinical ADRs to rilpivirine or efavirenz of at least moderate intensity (≥ Grade 2) reported in at least 2% of adult subjects are shown in Table 1.

Table 1 :Selected Treatment-Emergent Adverse Drug Reactionsa (Grades 2-4) 
Reported in ≥2% of Subjects Receiving Rilpivirine or Efavirenz in 
Combination with Emtricitabine/Tenofovir DF in Studies C209 and C215 (Week 96 48 analysis)
	
	Rilpivirine+

FTC/TDF
	Efavirenz+

FTC/TDF

	
	N=550
	N=546

	Gastrointestinal Disorder

  Nausea
	1%
	2%

	Nervous System Disorders

  Headache

  Dizziness
	2%

1%
	2%

7%

	Psychiatric Disorders

  Depressive disorders b

  Insomnia

  Abnormal dreams
	1 2%

2%

1%
	2%

2%

3%

	Skin and subcutaneous Tissue Disorders

  Rash
	1%
	5%


a. Frequencies of adverse reactions are based on all Grades 2-4 treatment-emergent adverse events assessed to be related to study drug. 

b. Includes adverse drug reactions reported as depressed mood, depression, dysphoria, major depression, mood altered, negative thoughts, suicide attempt, suicide ideation. 

Rilpivirine: Treatment-emergent adverse drug reactions of at least moderate intensity (≥ Grade 2) that occurred in less than 2% of subjects treated with rilpivirine plus any of the allowed background regimen (N=686) in clinical studies C209 and C215 include (grouped by Body System): vomiting, diarrhea, abdominal discomfort, abdominal pain, fatigue, cholecystitis, cholelithiasis, decreased appetite, somnolence, sleep disorders, anxiety, glomerulonephritis membranous and glomerulonephritis mesangioproliferative, and nephrolithiasis.

In Virologically-Suppressed HIV-1-Infected Subjects 

No new adverse reactions to EVIPLERA were identified in stable, virologicallysuppressed subjects switching to EVIPLERA from a regimen containing a ritonavirboosted protease inhibitor; however the frequency of adverse reactions increased by 20% (Study 106) after switching to EVIPLERA.
Emtricitabine and Tenofovir Disoproxil Fumarate: The following adverse reactions were observed in clinical trials of emtricitabine or tenofovir DF in combination with other antiretroviral agents: 

The most common adverse drug reactions occurred in at least 10% of HIV-1-infected treatment-naive adult subjects in a phase 3 clinical trial of emtricitabine and tenofovir DF in combination with another antiretroviral agent are diarrhea, nausea, fatigue, headache, dizziness, depression, insomnia, abnormal dreams, and rash. In addition, adverse drug reactions that occurred in at least 5% of treatment-experienced or treatment-naive subjects receiving emtricitabine or tenofovir DF with other antiretroviral agents in clinical trials include abdominal pain, dyspepsia, vomiting, fever, pain, nasopharyngitis, pneumonia, sinusitis, upper respiratory tract infection, arthralgia, back pain, myalgia, paresthesia, peripheral neuropathy (including peripheral neuritis and neuropathy), anxiety, increased cough, and rhinitis. 

Skin discoloration has been reported with higher frequency among emtricitabine-treated subjects; it was manifested by hyperpigmentation on the palms and/or soles and was generally mild and asymptomatic. The mechanism and clinical significance are unknown. 

Laboratory Abnormalities: The percentage of subjects treated with rilpivirine + emtricitabine/tenofovir DF or efavirenz + emtricitabine/tenofovir DF in studies C209 and C215 with selected treatment-emergent laboratory abnormalities (Grade 1 to 4), representing worst grade toxicity are presented in Table 2.

מחיקת הטבלה הבאה:
[image: image1.emf]
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Table 2 : Selected Laboratory Abnormalities (Grades 1-4) Reported in Subjects Who Received Rilpivirine or Efavirenz in Combination with Emtricitabine/Tenofovir DF in Studies C209 and C215 (Week 96  Analysis)

	
	
	Rilpivirine + FTC/TDF 

	Efavirenz + FTC/TDF 


	Laboratory Parameter Abnormality, (%) 
	DAIDS Toxicity Range 
	N=550 
	N=546 

	BIOCHEMISTRY 


	Increased Creatinine 
	
	
	

	Grade 1 
	1.1-1.3 x ULNa 
	6% 
	1% 

	Grade 2 
	>1.3-1.8 x ULN 
	1% 
	1% 

	Grade 3 
	>1.8-3.4 x ULN 
	<1% 
	0 

	Grade 4 
	>3.4 x ULN 
	0 
	<1% 

	Increased AST 


	
	
	

	Grade 1 
	1.25-2.5 x ULN 
	16% 
	19% 

	Grade 2 
	>2.5-5.0 x ULN 
	4% 
	7% 

	Grade 3 
	>5.0-10.0 x ULN 
	2% 
	3% 

	Grade 4 
	>10.0 x ULN 
	1% 
	1% 

	Increased ALT 


	
	
	

	Grade 1
	1.25-2.5 x ULN 
	19% 
	22% 

	Grade 2 
	>2.5-5.0 x ULN 
	5% 
	7% 

	Grade 3 
	>5.0-10.0 x ULN 
	1% 
	2% 

	Grade 4 
	>10.0 x ULN 
	1% 
	1% 

	Increased Total Bilirubin 
	
	
	

	Grade 1 
	1.1-1.5 x ULN 
	6% 
	<1% 

	Grade 2 
	>1.5-2.5 x ULN 
	3% 
	1% 

	Grade 3 
	>2.5-5.0 x ULN 
	1% 
	<1% 

	Increased Total Cholesterol (fasted) 
	
	
	

	Grade 1 
	200-239 mg/dL 
	14% 
	31% 

	Grade 2 
	240-300 mg/dL 
	6% 
	18% 

	Grade 3 
	>300 mg/dL 
	<1% 
	2% 

	Increased LDL Cholesterol (fasted) 
	
	
	

	Grade 1 
	130-159 mg/dL 
	13% 
	28% 


	
	
	Rilpivirine + FTC/TDF 

	Efavirenz + FTC/TDF 


	Laboratory Parameter Abnormality, (%) 
	DAIDS Toxicity Range 
	N=550 
	N=546 

	Grade 2 
	160-190 mg/dL 
	5% 
	13% 

	Grade 3 
	>190 mg/dL 
	1% 
	4% 

	Increased Triglycerides (fasted)
	
	
	

	Grade 2 
	500-750 mg/dL 
	1% 
	2% 

	Grade 3 
	751-1,200 mg/dL 
	1% 
	2% 

	Grade 4 
	>1,200 mg/dL 
	0 
	1% 


N = number of subjects per treatment group 

a. ULN = Upper limit of normal value. 

Note: Percentages were calculated versus the number of subjects in ITT population with emtricitabine + tenofovir DF as background regimen.
Emtricitabine or Tenofovir Disoproxil Fumarate: The following laboratory abnormalities have been previously reported in subjects treated with emtricitabine or tenofovir DF with other antiretroviral agents in other clinical trials: Grade 3 or 4 laboratory abnormalities of increased pancreatic amylase (>2.0 x ULN), increased serum amylase (>175 U/L), increased lipase 

(>3.0 x ULN), increased alkaline phosphatase (>550 U/L), increased or decreased serum glucose (<40 or >250 mg/dL), increased glycosuria (≥3+), increased creatine kinase

 (M: >990 U/L; F: >845 U/L), decreased neutrophils (<750/mm3) and increased hematuria (>75 RBC/HPF) occurred. 

Adrenal Function 
In the pooled Phase 3 trials of C209 and C215, in subjects treated with rilpivirine plus any of the allowed background regimen (N=686), at Week  96   48, there was an overall mean change from baseline in basal cortisol showed a decrease of -13.1 nmol/L -19.1 (95% CI: -30.9; -7.4) nmol/L in the rilpivirine group, and an increase of +9.0 nmol/L +0.1 (95% CI: -13.3; 12.2) nmol/L in the efavirenz group. At Week 96 48, the mean change from baseline in ACTH-stimulated cortisol levels was lower in the rilpivirine group (+16.5 ± 6.14 nmol/L) (+18.4 ± 8.36 nmol/L) than in the efavirenz group (+58.1 ± 6.66 nmol/L). (+54.1 ± 7.24 nmol/L). Mean values for both basal and ACTH-stimulated cortisol values at Week 96 48 were within the normal range. Overall, there were no serious adverse events, deaths, or treatment discontinuations that could clearly be attributed to adrenal insufficiency. Effects on adrenal function were comparable by background N(t)RTIs. 

Serum Creatinine 
In the pooled Phase 3 trials of C209 and C215 trials in subjects treated with rilpivirine plus any of the allowed background regimen (N=686), there was a small increases in serum creatinine occurred within the first four weeks of treatment and remained stable through 48 weeks. A mean change of 0.09 mg/dL (range: -0.20 mg/dL to 0.62 mg/dL) was observed after 48 weeks of treatment. In subjects who entered the trial with mild or moderate renal impairment, the serum creatinine increase observed was similar to that seen in subjects with normal renal function. These changes are not considered to be clinically relevant and no subject discontinued treatment due to increases in serum creatinine. Creatinine increases were comparable by background N(t)RTIs. 

In the pooled Phase 3 trials of C209 and C215 trials in subjects treated with rilpivirine plus any of the allowed background regimen (N=686), there was a small increase in serum creatinine over 96 weeks of treatment with rilpivirine. Most of this increase occurred within the first four weeks of treatment with a mean change of 0.1 mg/dL (range: -0.3 mg/dL to 0.6 mg/dL) observed through Week 96. In subjects who entered the trial with mild or moderate renal impairment, the serum creatinine increase observed was similar to that seen in subjects with normal renal function. These changes are not considered to be clinically relevant and no subject discontinued treatment due to increases in serum creatinine. Creatinine increases were comparable by background N(t)RTIs.
Serum Lipids 
Changes from baseline in total cholesterol, LDL-cholesterol and triglycerides are presented in Table 3.

מחיקת הטבלה הבאה:
[image: image3.emf]
Table 3:  Lipid Values Reported in Subjects Receiving Rilpivirine or Efavirenz in Combination with Emtricitabine/Tenofovir DF in Studies C209 and C215a
	
	Pooled Data from the Week 96 Analysis of C209 and C215 Trials 


	
	Rilpivirine + FTC/TDF N=550 

	Efavirenz + FTC/TDF N=546 


	
	N 
	Baseline 
	Week 96 
	N 
	Baseline 
	Week 96 

	Mean 


	
	Mean (mg/dL) 
	Mean (mg/dL) 
	Mean Changeb (mg/dL) 
	
	Mean (mg/dL) 
	Mean (mg/dL) 
	Mean Changeb (mg/dL) 

	Total Cholesterol (fasted) 
	430 
	162 
	164 
	2 
	401 
	160 
	186 
	26 

	HDL-cholesterol (fasted) 
	429 
	42 
	45 
	4 
	399 
	40 
	50 
	11 

	LDL-cholesterol (fasted) 
	427 
	97 
	97 
	-1 
	397 
	96 
	110 
	14 

	Triglycerides (fasted) 
	430 
	123 
	109 
	-14 
	401 
	127 
	133 
	6 


N = number of subjects per treatment group 

a. Excludes subjects who received lipid lowering agents during the treatment period. 

b. The change from baseline is the mean of within-patient changes from baseline for patients with both baseline and Week 96 values. 

Subjects Coinfected with Hepatitis B and/or Hepatitis C Virus 
In patients coinfected with hepatitis B or C virus receiving rilpivirine in studies C209 and C215, the incidence of hepatic enzyme elevation was higher than in subjects receiving rilpivirine who were not coinfected. The same increase was also observed in the efavirenz arm. The pharmacokinetic exposure of rilpivirine in coinfected subjects was comparable to that in subjects without coinfection.

6.2  Postmarketing Experience 
The following adverse reactions have been identified during postapproval use of emtricitabine or tenofovir DF rilpivirine-or tenofovir DF-containing regimens. Because postmarketing reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure. 

Rilpivirine:

Renal and Urinary Disorders 

nephrotic syndrome
Emtricitabine: 
No postmarketing adverse reactions have been identified for inclusion in this section. 

Tenofovir Disoproxil Fumarate:

Immune System Disorders 
allergic reaction, including angioedema 


Metabolism and Nutrition Disorders 
lactic acidosis, hypokalemia, hypophosphatemia 


Respiratory, Thoracic, and Mediastinal Disorders 
dyspnea 

Gastrointestinal Disorders 
pancreatitis, increased amylase, abdominal pain 

Hepatobiliary Disorders 
hepatic steatosis, hepatitis, increased liver enzymes (most commonly AST, ALT gamma GT) .

Skin and Subcutaneous Tissue Disorders

rash 

Musculoskeletal and Connective Tissue Disorders 

rhabdomyolysis, osteomalacia (manifested as bone pain and which may contribute to fractures), muscular weakness, myopathy 

Renal and Urinary Disorders 

acute renal failure, renal failure, acute tubular necrosis, Fanconi syndrome, proximal renal tubulopathy, interstitial nephritis (including acute cases), nephrogenic diabetes insipidus, renal insufficiency, increased creatinine, proteinuria, polyuria 

General Disorders and Administration Site Conditions 

asthenia 

The following adverse reactions, listed under the body system headings above, may occur as a consequence of proximal renal tubulopathy: rhabdomyolysis, osteomalacia, hypokalemia, muscular weakness, myopathy, hypophosphatemia. 
Additional adverse events reaction based on clinical study and post marketing experience

Emtricitabine:

Neutropenia, anemia, allergic reaction, hyperglycemia, hypertriglyceridemia, asthenia. vesiculobullous rash, pustular rash, maculopapular rash, rash, pruritus, urticaria, skin discolouration (increased pigmentation) , angioedema
Rilpivirine HCl:

Decreased white blood cell count, decreased haemoglobin,  decreased platelet count, immune reactivation syndrome, increased total cholesterol (sasted), increased LDL cholerterol (fasted), decreased appetite increased triglycerides (fasted), depression, abnormal dreams, depressed mood, headaches, dizziness, nausea, increased pancreatic amylase, increased lipase, dry mouth, rash.

Tenofovir diproxal fumarate:

Flatulence

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	DRUG INTERACTIONS 

	7.3  Drugs Affecting Renal Function 
Because emtricitabine and tenofovir are primarily eliminated by the kidneys through a combination of glomerular filtration and active tubular secretion, coadministration of EVIPLERA with drugs that reduce renal function or compete for active tubular secretion may increase serum concentrations of emtricitabine, tenofovir, and/or other renally eliminated drugs. Some examples of drugs that are eliminated by active tubular secretion include, but are not limited to, acyclovir, adefovir dipivoxil, cidofovir, ganciclovir, valacyclovir, and valganciclovir, aminoglycosides (e.g., gentamicin), and high-dose or multiple NSAIDs [See Warnings and Precautions (5.3)].
[image: image4.emf]
P-glycoprotein substrates: Eviplera should be administered with caution when co-administered with medicinal products that are substrates for P-glycoprotein (e.g. digoxin and dabigatran). Rilpivirine inhibits P-glycoprotein in vitro. The clinical relevance of this inhibition is unknown. Rilpivirine may inhibit intestinal P-glycoprotein and affect medicinal products that are transported by P-glycoprotein in the intestine, such as dabigatran. This may lead to increased plasma concentrations of such medicinal products. 

Rilpivirine inhibits the active renal tubular secretion of creatinine. Via the same mechanism exposure to metformin may be increased. Patients should be carefully monitored when initiating or stopping the concomitant administration of rilpivirine and metformin.
P-glycoprotein substrates: Rilpivirine inhibits P-glycoprotein in vitro (IC50 is 9.2 μM). In a clinical study rilpivirine did not significantly affect the pharmacokinetics of digoxin. However, it may not be completely excluded that rilpivirine can increase the exposure to other drugs transported by P-glycoprotein that are more sensitive to intestinal P-glycoprotein inhibition (e.g. dabigatran etexilate).
7.6  Drugs with No Observed or Predicted Interactions with EVIPLERA 
No clinically significant drug interactions have been observed between emtricitabine and the following medications: famciclovir or tenofovir DF. Similarly, no clinically significant drug interactions have been observed between tenofovir DF and the following medications: entecavir, methadone, oral contraceptives, ribavirin, or tacrolimus in studies conducted in healthy subjects. 

No clinically significant drug interactions have been observed between rilpivirine and the following medications: acetaminophen, atorvastatin, chlorzoxazone, ethinylestradiol, norethindrone, sildenafil , telaprevir or tenofovir DF. Rilpivirine did not have a clinically significant effect on the pharmacokinetics of digoxin or metformin. No clinically relevant drug-drug interaction is expected when rilpivirine is coadministered with ribavirin.



	USE IN SPECIFIC POPULATIONS
	8.3  Nursing Mothers 
The Centers for Disease Control and Prevention recommend that HIV infected mothers not breastfeed their infants to avoid risking postnatal transmission of HIV. Studies in rats have demonstrated that tenofovir is secreted in milk. Studies in lactating rats and their offspring indicate that rilpivirine was present in rat milk. It is not known whether emtricitabine, rilpivirine, or tenofovir is excreted in human milk. 

Because of both the potential for HIV transmission and the potential for serious adverse reactions in nursing infants, mothers should be instructed not to breastfeed if they are receiving EVIPLERA.

8.6 Renal Impairment 
Because EVIPLERA is a fixed-dose combination, it should not be prescribed for patients requiring dosage adjustment such as those with moderate, severe or end stage renal impairment (creatinine clearance below 50 mL per minute) or that require dialysis [See Warnings and Precautions (5.3), Clinical Pharmacology (12.3)]. 

8.7   Hepatic Impairment 
No dose adjustment of EVIPLERA is required in patients with mild (Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic impairment. EVIPLERA has not been studied in patients with severe hepatic impairment (Child-Pugh Class C) 

[See Clinical Pharmacology (12.3)]. 


	8.3  Nursing Mothers 
The Centers for Disease Control and Prevention recommend that HIV infected mothers not breastfeed their infants to avoid risking postnatal transmission of HIV. Studies in rats have demonstrated that tenofovir is secreted in milk. Studies in lactating rats and their offspring indicate that rilpivirine was present in rat milk. It is not known whether emtricitabine, rilpivirine, or tenofovir is excreted in human milk. 

Emtricitabine: Samples of breast milk obtained from five HIV-1-infected mothers show that emtricitabine is secreted in human milk. Breastfeeding infants whose mothers are being treated with emtricitabine may be at risk for developing viral resistance to emtricitabine. Other emtricitabine-associated risks in infants breastfed by mothers being treated with emtricitabine are unknown. 

Rilpivirine: Studies in lactating rats and their offspring indicate that rilpivirine was present in rat milk. It is not known whether rilpivirine is secreted in human milk.

Tenofovir Disoproxil Fumarate: Samples of breast milk obtained from five HIV-1-infected mothers in the first post-partum week show that tenofovir is excreted in human milk. The impact of this exposure in breastfed infants is unknown.

Because of both the potential for HIV transmission and the potential for serious adverse reactions in nursing infants, mothers should be instructed not to breastfeed if they are receiving EVIPLERA.

8.6 Renal Impairment 
Because EVIPLERA is a fixed-dose combination, it should not be prescribed for patients requiring dosage adjustment such as those with moderate, severe or end stage renal impairment (estimated creatinine clearance below 50 mL per minute) or that require dialysis [See Warnings and Precautions (5.3), Clinical Pharmacology (12.3)]. 

8.7   Hepatic Impairment 
No dose adjustment of EVIPLERA is required in patients with mild (Child-Pugh Class A) or moderate (Child-Pugh Class B) hepatic impairment. EVIPLERA has not been studied in patients with severe hepatic impairment (Child-Pugh Class C) 

There is limited information regarding the use of Eviplera in patients with mild or moderate hepatic impairment (Child-Pugh-Turcotte (CPT) Score A or B). No dose adjustment of Eviplera is required in patients with mild or moderate hepatic impairment. Eviplera should be used with caution in patients with moderate hepatic impairment. Eviplera has not been studied in patients with severe hepatic impairment (CPT Score C). Therefore, Eviplera is not recommended in patients with severe hepatic impairment [See Clinical Pharmacology (12.3)]. 



	Overdose
	Rilpivirine: There is no specific antidote for overdose with rilpivirine. Human experience of overdose with rilpivirine is limited. Since rilpivirine is highly bound to plasma protein, dialysis is unlikely to result in significant removal of rilpivirine. 

If indicated, elimination of unabsorbed active substance may be achieved by gastric lavage. Administration of activated charcoal may also be used to aid in removal of unabsorbed active substance.
	Rilpivirine: There is no specific antidote for overdose with rilpivirine. Human experience of overdose with rilpivirine is limited. Since rilpivirine is highly bound to plasma protein, dialysis is unlikely to result in significant removal of rilpivirine. 

If indicated, elimination of unabsorbed active substance may be achieved by gastric lavage. Administration of activated charcoal may also be used to aid in removal of unabsorbed active substance.
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	טקסט נוכחי
	טקסט חדש

	למה מיועדת התרופה?
	אוויפלרה מכילה שלושה חומרים פעילים (אמטריציטאבין, רילפיברין וטנופוביר דיסופרוקסיל) בטבליה אחת המיועדים לטיפול בזיהום וירוס ה- HIV (מחלת האיידס).

כל אחד מהחומרים הפעילים הללו, ידועים כתרופות אנטי רטרו-ויראליות הפוגעות בפעילות אנזים (חלבון הנקרא רברס טרנסקריפטז) החיוני להתרבות הוירוס.

     אוויפלרה מורידה את כמות וירוס ה- HIV בגופך ובכך משפרת את המערכת החיסונית ומורידה את הסיכון 

     להתפתחות מחלות הקשורות לזיהום ב- HIV.

 אוויפלרה הינו טיפול לזיהום בוירוס ה- HIV במבוגרים מגיל 18 ומעלה שלא טופלו לפני כן בתרופות אחרות  לטיפול ב-  HIV .תרופה זו אינה מרפאה את הזיהום בוירוס ה- HIV. במהלך הטיפול באוויפלרה יתכן ועדיין יתפתחו זיהומים או תחלואות נלוות אחרות הקשורות לזיהום ב- HIV.

גם אם אתה מטופל באוויפלרה עדיין קיימת האפשרות להדבקה של אחרים בוירוס ה- HIV  , על כן יש חשיבות מרובה לנקוט באמצעי זהירות כדי למנוע הדבקה של אנשים נוספים.
	אוויפלרה מכילה שלושה חומרים פעילים (אמטריציטאבין, רילפיברין וטנופוביר דיסופרוקסיל) בטבליה אחת המיועדים לטיפול בזיהום וירוס ה- HIV (מחלת האיידס).

כל אחד מהחומרים הפעילים הללו, ידועים כתרופות אנטי רטרו-ויראליות הפוגעות בפעילות אנזים (חלבון הנקרא רברס טרנסקריפטז) החיוני להתרבות הוירוס.

     אוויפלרה מורידה את כמות וירוס ה- HIV בגופך ובכך משפרת את המערכת החיסונית ומורידה את הסיכון 

     להתפתחות מחלות הקשורות לזיהום ב- HIV.

 אוויפלרה הינו טיפול לזיהום בוירוס ה- HIV במבוגרים מגיל 18 ומעלה שלא טופלו לפני כן בתרופות אחרות  לטיפול ב-  HIV ושהעומס הנגיפי שלהם לפני תחילת הטיפול אינו גבוה מ 100,000 עותקים למ"ל, ובמבוגרים מסויימים עם עומס נגיפי נמוך מ 50 עותקים למ"ל בתחילת הטיפול על מנת להחליף טיפול תרופתי קיים ל-HIV . 
תרופה זו אינה מרפאה את הזיהום בוירוס ה- HIV. במהלך הטיפול באוויפלרה יתכן ועדיין יתפתחו זיהומים או תחלואות נלוות אחרות הקשורות לזיהום ב- HIV.

גם אם אתה מטופל באוויפלרה עדיין קיימת האפשרות להדבקה של אחרים בוירוס ה- HIV  , על כן יש חשיבות מרובה לנקוט באמצעי זהירות כדי למנוע הדבקה של אנשים נוספים.
· 

	אין להשתמש בתכשיר אם
	· אם אתה נוטל את אחד מהתרופות הבאות:
· קרבמזפין, אוקסקרבזפין, פנוברביטל ופניטואין (תרופות לטיפול באפילפסיה ולמניעת פרכוסים).
· ריפאבוטין, ריפאמפיצין, וריפאפנטין (לטיפול בזיהומים חיידקיים מסוימים כגון שחפת)
· אומפרזול, לנסופרזול, רבפראזול, פנטפרזול , ואסטומפראזול (מקבוצת מעכבי משאבות פרוטון הינן תרופות לטפול ומניעה של כיבי קיבה, צרבות ומחלת ריפלוקס  (החזר ושטי)
· דקסאמתאזון (קורטיקוסטרואיד המשמש לטיפול בדלקות ומדכא את מערכת החיסון) הן כאשר נלקח דרך הפה והן כאשר ניתן בזריקה (למעט טיפול חד פעמי).
תכשירים המכילים את הרכיב St. John's wort (Hypercum perforatum) (תכשיר צמחי בו משתמשים במצבי דיכאון וחרדה)
	· אם אתה נוטל את אחד מהתרופות הבאות:
· קרבמזפין, אוקסקרבזפין, פנוברביטל ופניטואין (תרופות לטיפול באפילפסיה ולמניעת פרכוסים).
· ריפאבוטין, ריפאמפיצין, וריפאפנטין (לטיפול בזיהומים חיידקיים מסוימים כגון שחפת)
· אומפרזול, לנסופרזול, רבפראזול, פנטפרזול ,דקלנסופרזול, ואסטומפראזול (מקבוצת מעכבי משאבות פרוטון הינן תרופות לטפול ומניעה של כיבי קיבה, צרבות ומחלת ריפלוקס  (החזר ושטי)
· דקסאמתאזון (קורטיקוסטרואיד המשמש לטיפול בדלקות ומדכא את מערכת החיסון) הן כאשר נלקח דרך הפה והן כאשר ניתן בזריקה (למעט טיפול חד פעמי).
· תכשירים המכילים את הרכיב St. John's wort (Hypercum perforatum) (תכשיר צמחי בו משתמשים במצבי דיכאון וחרדה)


	אזהרות מיוחדות הנוגעות בשימוש בתרופה:


	-אתה עדיין עלול להעביר את וירוס ה – HIV כאשר הנך מטופל באוויפלרה. על כן, יש לנקוט במשנה זהירות למנוע הדבקת אנשים נוספים דרך מגע מיני או חשיפה לדם הנושא את נגיף ה-HIV.
- יש להמשיך ולנקוט באמצעי זהירות כגון קיום יחסי מין תוך שימוש בקונדום. 

-לעולם אין להשתמש פעם נוספת במחטים או להשתמש במחטים של אנשים אחרים. 
. 
· אמור לרופאך לפני תחילת השימוש אם יש לך בעיות בתפקוד הכבד או היסטוריה של מחלות כבד, כולל הפטיטיס כרוני פעיל. חולים עם מחלות כבדיות כולל הפטיטיס כרוני מסוג B ומסוג C, המטופלים בתרופות אנטי רטרו ויראליות כמו אוויפלרה, הם בעלי סיכון מוגבר לבעיות כבדיות חמורות שעלולות להיות אף מסכנות חיים. הכבד שלך עלול לגדול והינך עלול לפתח שומן בכבד בעת נטילת אוויפלרה.   רופאך ינטר את תפקוד הכבד שלך בעת שהנך נוטל אוויפלרה.
יש לפנות לרופא באופן מיידי במידה ואתה מבחין באחד מהתסמינים הבאים של בעיות כבד:

הצהבה של העור או העיניים (צהבת)
שתן כהה
צואה בהירה
איבוד תיאבון למשך מספר ימים או יותר
בחילה
כאב בטן
אמור לרופאך לפני תחילת השימוש אם יש לך בעיות בתפקוד הכבד או היסטוריה של מחלות כבד, כולל הפטיטיס כרוני פעיל. חולים עם מחלות כבדיות כולל הפטיטיס כרוני מסוג B ומסוג C, המטופלים בתרופות אנטי רטרו ויראליות כמו אוויפלרה, הם בעלי סיכון מוגבר לבעיות כבדיות חמורות שעלולות להיות אף מסכנות חיים.
במידה והנך לוקה בזיהום של הפטיטיס B, הבעיות הכבדיות עלולות להחמיר לאחר הפסקת נטילת אוויפלרה. חשוב מאד לא להפסיק ליטול אוויפלרה מבלי להתייעץ תחילה עם רופאך.


	· אתה עדיין עלול להעביר את וירוס ה – HIV כאשר הנך מטופל באוויפלרה. על כן, יש לנקוט במשנה זהירות למנוע הדבקת אנשים נוספים דרך מגע מיני או חשיפה לדם הנושא את נגיף ה-HIV.
- יש להמשיך ולנקוט באמצעי זהירות כגון קיום יחסי מין תוך שימוש בקונדום. 
הימנע מלעשות דברים היכולים להעביר את נגיף ה-HIV   לאחרים:
-אל תקיים יחסי מין ללא הגנה. קיים תמיד יחסי מין מוגנים על ידי שימוש בקונדום 
על מנת להפחית את הסיכוי למגע מיני עם נוזלי גוף כגון : זרע, הפרשות נרתיקיות או דם.
-לעולם אין להשתמש פעם נוספת במחטים או להשתמש במחטים של אנשים אחרים. 
-אל תחלוק בפריטים אישיים העלולים להכיל עליהם דם או נוזלי גוף, כגון מברשת שיניים וסכיני גילוח. 
· אמור לרופאך לפני תחילת השימוש אם יש לך בעיות בתפקוד הכבד או היסטוריה של מחלות כבד, כולל הפטיטיס כרוני פעיל. בעיות כבדיות חמורות עלולות להתרחש בחולים הנוטלים אוויפלרה או תרופות דומות. במקרים מסויימים בעיות אלה עלולות לגרום למוות. 
חולים עם מחלות כבדיות כולל הפטיטיס כרוני מסוג B ומסוג C, המטופלים בתרופות אנטי רטרו ויראליות כמו אוויפלרה, הם בעלי סיכון מוגבר לבעיות כבדיות חמורות שעלולות להיות אף מסכנות חיים. הכבד שלך עלול לגדול והינך עלול לפתח שומן בכבד בעת נטילת אוויפלרה.   רופאך ינטר את תפקוד הכבד שלך בעת שהנך נוטל אוויפלרה.
יש לפנות לרופא באופן מיידי במידה ואתה מבחין באחד מהתסמינים הבאים של בעיות כבד:

הצהבה של העור או העיניים (צהבת)
שתן כהה
צואה בהירה
איבוד תיאבון למשך מספר ימים או יותר
בחילה
כאב בטן
אמור לרופאך לפני תחילת השימוש אם יש לך בעיות בתפקוד הכבד או היסטוריה של מחלות כבד, כולל הפטיטיס כרוני פעיל. חולים עם מחלות כבדיות כולל הפטיטיס כרוני מסוג B ומסוג C, המטופלים בתרופות אנטי רטרו ויראליות כמו אוויפלרה, הם בעלי סיכון מוגבר לבעיות כבדיות חמורות שעלולות להיות אף מסכנות חיים.
במידה והנך לוקה בזיהום של הפטיטיס B, הבעיות הכבדיות עלולות להחמיר לאחר הפסקת נטילת אוויפלרה. חשוב מאד לא להפסיק ליטול אוויפלרה מבלי להתייעץ תחילה עם רופאך.

-נשים, אנשים שהם בעל משקל עודף גבוהה (obese ) או אנשים שנוטלים אוויפלרה או תרופות דומות המכילות אנלוגים נוקלאוזידים זמן רב, יהיו בסיכון גבוהה יותר לחוות חמצת לקטית או בעיות כבדיות חמורות. 

החמרה של זיהום של הפטיטיס B : אם יש לך גם זיהום של הפטיטיס B  והינך מפסיק ליטול אוויפלרה, זיהום הפטיטיס ה-B  שלך עלול להחמיר (להתלקח). התלקחות היא כאשר זיהום הפטיטיס ה-B  שלך לפתע חוזר באופן חמור יותר מאשר קודם. אוויפלרה אינה מאושרת לטיפול בהפטיטיס B , על כן עליך לדון עם הרופא שלך על טיפול מתאים בהפטיטיס B . 
-אל תיתן לאוויפלרה לאזול. דאג לחדש מרשמים ולדאוג כי יש לך תרופה זמינה.  
-אל תפסיק טיפול עם אוויפלרה מבלי להתייעץ תחילה עם רופאך. 
-אם הינך מפסיק טיפול עם אוויפלרה, עליך לבדוק את בריאותך באופן תכוף ולבצע בדיקות דם באופן שגרתי על מנת לבדוק את זיהום הפטיטיס ה-B . אמור לרופאך על כל תסמין חדש או לא שגרתי שאתה חווה לאחר הפסקת נטילת אוויפלרה.


	אם אתה לוקח , או אם לקחת לאחרונה ,תרופות אחרות כולל תרופות ללא מרשם ותוספי תזונה, ספר על כך לרופא או לרוקח
	· תרופות העלולות לגרום לנזק כלייתי, לדוגמא:
· אמינוגליקוזידים (כגון סטרפטומיצין, נאומיצין וגנטאמיצין), ונקומיצין (לטיפול בזיהומים חיידקיים)
· פוסקרנט, גנסיקילווויר,  סידופווויר (לטיפול בזיהומים ויראליים)
· אמפוטריצין בי, פנטאמידין (לזיהומים פטרייתיים)
· אינטרלוקין 2, נקרא גם אלדסלוקין (לטיפול בסרטן)
· אנטיביוטיקה לטיפול בזיהומים חידקיים כולל שחפת המכילות:
· קלריטרומיצין
· אריתרומיצין
· טרולנדומיצין 
          תרופות אלו עלולות להעלות את רמת הרילפיברין (רכיב פעיל בתרופת האוויפלרה) 

          בדמך. רופאך יצטרך לשנות את מינון האנטיביוטיקה או לתת לך סוג אחר של 

         אנטיביוטיקה.
· דיגוקסין או דאביגטראן 
תרופות המשמשות לטיפול בבעיות בלב, יתכן ורופאך יצטרך לנטר את רמות תרופות אלה בדמך. 
מטפורמין , תרופה המשמשת לטיפול בסוכרת, יתכן ורופאך יצטרך לנטר את רמות תרופה זו בדמך
	· תרופות העלולות לגרום לנזק כלייתי, לדוגמא:
· אמינוגליקוזידים (כגון סטרפטומיצין, נאומיצין וגנטאמיצין), ונקומיצין (לטיפול בזיהומים חיידקיים)
· פוסקרנט, גנסיקילווויר, אציקלוויר, ולציקלוויר, ולגנציקלוויר, סידופווויר (לטיפול בזיהומים ויראליים)
· אמפוטריצין בי, פנטאמידין (לזיהומים פטרייתיים)
· אינטרלוקין 2, נקרא גם אלדסלוקין (לטיפול בסרטן)
ריפבוטין:
תרופה לטיפול בזיהומים חיידקים מסויימים. תרופה זו עלולה להקטין את רמת הרילפיברין (אחד מרכיבי האוויפלרה) בדמך. הרופא יצטרך לתת לך מנה נוספת של רילפיבירין על מנת לטפל בזיהום ה-HIV .
· אנטיביוטיקה לטיפול בזיהומים חידקיים כולל שחפת המכילות:
· קלריטרומיצין
· אריתרומיצין
· טרולנדומיצין טליטרומיצין
          תרופות אלו עלולות להעלות את רמת הרילפיברין (רכיב פעיל בתרופת האוויפלרה) 

          בדמך. רופאך יצטרך לשנות את מינון האנטיביוטיקה או לתת לך סוג אחר של 

         אנטיביוטיקה.
· דיגוקסין או דאביגטראן אתקסילאט, תרופות המשמשות תרופה המשמשת לטיפול בבעיות בלב, יתכן ורופאך יצטרך לנטר את רמות תרופות אלה בדמך. רמות תרופה זו בדמך. 
· מטפורמין , תרופה המשמשת לטיפול בסוכרת, יתכן ורופאך יצטרך לנטר את רמות תרופה זו בדמך.
· 

	כיצד תשתמש בתרופה
	· 
	אם הינך נוטל ריפאבוטין (תרופה לטיפול בזיהומים חידקיים מסויימים), ייתכן והרופא יצטרך לתת לך מנה נוספת של רילפבירין. קח את כדור הרילפבירין באותו זמן שאתה לוקח את כדור האוויפלרה. פנה לרופא או לרוקח אם אינך בטוח באופן הלקיחה. 


	תופעות לוואי
	תופעות לוואי נוספות:



מופיעות לעיתים קרובות:

· בדיקות מעבדה המצביעות על:
· ספירה נמוכה של תאי דם לבנים (ובשל כך נטייה גדולה יותר לזיהומים)
· עלייה בחומצות השומן (טריגליצרידים), בילירובין או סוכר בדם
· בעיות כבד ולבלב
           
מופיעות לעיתים רחוקות:

· ספירה נמוכה של טסיות (תאי דם המשתתפים בתהליך קרישת הדם)

	בנוסף לזימהומים אופורטוניסטיים, הפרעות אוטואימוניות (מצב המתרחש כאשר המערכת החיסונית תוקפת רקמות גוף בריאות) עלולות להופיע לאחר תחילת נטילת תרופות לטיפול ב-HIV . הפרעות אוטואימוניות יכולות להופיע מספר חודשים לאחר תחילת הטיפול. אם הינך מבחין בתסמינים של זיהום או תסמינים אחרים כגון חולשת שרירים, חולשה המתחילה בידיים ורגליים ומתקדמת מעלה לאיזור מרכז הגוף, דפיקות לב, רעד או היפראקטיביות, אנא פנה לרופא במיידית. 

     יש לפנות לרופא באופן מיידי אם הינך מבחין באחד מהתסמינים הבאים:
-מרגיש עצוב או חסר תקווה

-מרגיש חוסר שקט או חרדה

-יש לך מחשבות על פגיעה בעצמך (התאבדות) או שניסית לפגוע בעצמך


       תופעות לוואי נוספות:



מופיעות לעיתים קרובות:

· בדיקות מעבדה המצביעות על:
· ספירה נמוכה של תאי דם לבנים (ובשל כך נטייה גדולה יותר לזיהומים)
· עלייה בחומצות השומן (טריגליצרידים), בילירובין או סוכר בדם
· בעיות כבד ולבלב
· ספירה נמוכה של טסיות (תאי דם המשתתפים בתהליך קרישת הדם)
           
מופיעות לעיתים רחוקות:

· ספירה נמוכה של טסיות (תאי דם המשתתפים בתהליך קרישת הדם)



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב, כחול ואפור (בהתאם לרפרנס ממנו נלקחו ההחמרות) 
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך......17.07.2014
