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הודעה על החמרה  ( מידע בטיחות)  

 תאריך __ 23-Oct-11
שם תכשיר באנגלית__   Prezista 300,400,600mg
מספרי רישום              1421332000, 1421231999, 1373331497
שם בעל הרישום_J-C Health care
השינויים בעלון מסומנים ברקע צהוב
בעלון לצרכן
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	
	
	

	תגובות בין תרופתיות
	..........................
	..................

(X ) תכשירים לטיפול בצהבת מסוג C (הפטיטיס C ) כגון טלפרוויר


	
	
	

	
	
	

	תופעות לואי המחייבות התייחסות מיוחדת
	) פני /ה לרופא מיידית אם מופיעה פריחה. בחלק מהחולים היא עלולה להיות סימן לתופעה נדירה וחמורה . לכן חיוני   להיוועץ ברופא במקרה של פריחה
	X ) פני /ה לרופא מיידית אם מופיעה פריחה. בחלק מהחולים היא עלולה להיות סימן לתופעה נדירה וחמורה ואף מסכנת חיים. לכן חיוני   להיוועץ ברופא במקרה של פריחה . בחולים הנוטלים פרזיטסה ורלטגרוויר (תרופה ל-HIV  ) , פריחות ( לרוב בדרגת חומרה קלה עד בינונית)  עלולות להופיע בתדירות גבוהה יותר מאשר בחולים הנוטלים את אחד מהתכשירים האלו לחוד.


	
	
	


בעלון לרופא
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	
	
	

	Dosage and administration
	2 DOSAGE AND ADMINISTRATION 
2.1 Adult Patients
Treatment-Naïve Adult Patients

The recommended oral dose of PREZISTA tablets is 800 mg taken with ritonavir 100 mg once daily and with food.

Treatment-Experienced Adult Patients
The recommended oral dose of PREZISTA tablets is 600 mg taken with ritonavir 100 mg twice daily and with food. Once daily administration of PREZISTA is not recommended in treatment-experienced adult patients.

	2 DOSAGE AND ADMINISTRATION 
2.1 Adult Patients 
PREZISTA must be co-administered with ritonavir to exert its therapeutic effect. Failure to correctly co-administer

PREZISTA with ritonavir will result in plasma levels of darunavir that will be insufficient to achieve the desired

antiviral effect and will alter some drug interactions.
Treatment-Naïve Adult Patients

The recommended oral dose of PREZISTA tablets is 800 mg (two 400 mg tablets)taken with ritonavir 100 mg once daily and with food.

Treatment-Experienced Adult Patients


The recommended oral dose of PREZISTA tablets is 600 mg taken with ritonavir 100 mg twice daily and with food. Once daily administration of PREZISTA is not recommended in treatment-experienced adult patients.

Treatment-Experienced Adult Patients
With no darunavir resistance associated substitutions*
With at least one 

darunavir resistance 

associated

substitution*
800 mg PREZISTA once daily with ritonavir 100 mg once daily and with food
600 mg PREZISTA twice 

daily taken with ritonavir 

100 mg

twice daily and with food
* V11I, V32I, L33F, I47V, I50V, I54L, I54M, T74P, L76V, I84V and L89V
For antiretroviral treatment-experienced patients genotypic testing is recommended. However, when genotypic

testing is not feasible, PREZISTA/ritonavir 600/100 mg twice daily dosing is recommended.


	5 WARNINGS AND PRECAUTIONS 

	5.3 Severe Skin Reactions 

During the clinical development program (n=3063), severe skin reactions, accompanied by fever and/or elevations of transaminases in some cases, have been reported in 0.4% of subjects. Stevens-Johnson Syndrome was rarely (<0.1%) reported during the clinical development program. During post-marketing experience toxic epidermal necrolysis has been reported. Discontinue PREZISTA/rtv immediately if signs or symptoms of severe skin reactions develop. These can include but are not limited to severe rash or rash accompanied with fever, general malaise, fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis, hepatitis and/or eosinophilia. 

Rash (all grades, regardless of causality) occurred in 10.3% of subjects treated with PREZISTA/rtv [also see Adverse Reactions (6)]. Rash was mostly mild-to-moderate, often occurring within the first four weeks of treatment and resolving with continued dosing. The discontinuation rate due to rash in subjects using PREZISTA/rtv was 0.5%. 


	5.3 Severe Skin Reactions 

During the clinical development program (n=3063), severe skin reactions, accompanied by fever and/or elevations of transaminases in some cases, have been reported in 0.4% of subjects. Stevens-Johnson Syndrome was rarely (<0.1%) reported during the clinical development program. During post-marketing experience toxic epidermal necrolysis has been reported. Discontinue PREZISTA/rtv immediately if signs or symptoms of severe skin reactions develop. These can include but are not limited to severe rash or rash accompanied with fever, general malaise, fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis, hepatitis and/or eosinophilia. 

Rash (all grades, regardless of causality) occurred in 10.3% of subjects treated with PREZISTA/rtv [also see Adverse Reactions (6)]. Rash was mostly mild-to-moderate, often occurring within the first four weeks of treatment and resolving with continued dosing. The discontinuation rate due to rash in subjects using PREZISTA/rtv was 0.5%. 

Rash occurred more commonly in treatment-experienced subjects receiving regimens containing PREZISTA/rtv + raltegravir compared to subjects receiving PREZISTA/rtv without raltegravir or raltegravir without PREZISTA/rtv. However, rash that was considered drug related occurred at similar rates for all three groups. These rashes were mild to moderate in severity and did not limit therapy; there were no discontinuations due to rash.


	
	
	

	6 Adverse reactions
	The safety assessment is based on all safety data from the Phase 2b studies (Studies TMC114-C213, TMC114-C202, TMC114-C215, and TMC114-C208) and Phase 3 studies (TMC114-C211, TMC114-C214, TMC114-C209, DUET1 (TMC125-C206), and DUET-2 (TMC125-C216)) reported with PREZISTA/ritonavir in a total of 3063 subjects. 


	The safety assessment is based on all safety data from the Phase 2b studies (Studies TMC114-C213, TMC114-C202, TMC114-C215, and TMC114-C208) and Phase 3 studies (TMC114-C211, TMC114-C214, TMC114-C209, DUET1 (TMC125-C206), and DUET-2 (TMC125-C216)) reported with PREZISTA/ritonavir in a total of 3063 subjects. 

The overall safety profile of PREZISTA/ritonavir 800/100 mg once daily and PREZISTA/ritonavir 600/100 mg twice daily is based on clinical trials and post-marketing data, and is consistent with the data presented below.

	Adverse events
	6.3 Serious ADRs 
The following serious ADRs of at least moderate intensity (≥ Grade 2) occurred in the Phase 2b studies (Studies TMC114-C213, TMC114-C202, TMC114-C215, and TMC114-C208) and Phase 3 studies (TMC114-C211, TMC114-C214, TMC114-C209, DUET-1 (TMC125-C206), and DUET-2 (TMC125-C216)) with PREZISTA/ritonavir: abdominal pain, acute hepatitis, acute pancreatitis, anorexia, asthenia, diabetes mellitus, diarrhea, fatigue, headache, hepatic enzyme increased, hypercholesterolemia, hyperglycemia, hypertriglyceridemia, immune reconstitution syndrome, low density lipoprotein increased, nausea, pancreatic enzyme increased, rash, Stevens-Johnson Syndrome, and vomiting. 


	6.3 Serious ADRs 
The following serious ADRs of at least moderate intensity (≥ Grade 2) occurred in the Phase 2b studies (Studies TMC114-C213, TMC114-C202, TMC114-C215, and TMC114-C208) and Phase 3 studies (TMC114-C211, TMC114-C214, TMC114-C209, DUET-1 (TMC125-C206), and DUET-2 (TMC125-C216)) and Phase 3
Studies with PREZISTA/ritonavir: abdominal pain, acute hepatitis, acute pancreatitis, anorexia, asthenia, diabetes mellitus, diarrhea, fatigue, headache, hepatic enzyme increased, hypercholesterolemia, hyperglycemia, hypertriglyceridemia, immune reconstitution syndrome, low density lipoprotein increased, nausea, pancreatic enzyme increased, rash, Stevens-Johnson Syndrome, and vomiting. 



	Drug interactions
	
	Rilpivirine
In an interaction trial between PREZISTA/rtv (800/100 mg q.d.) and rilpivirine (150 mg q.d.), no clinically relevant effect on darunavir exposure was observed.  Exposure to rilpivirine increased by 130% (2.3-fold) when administered in combination with PREZISTA/rtv.  Since this difference is not considered to be clinically relevant, the combination of PREZISTA/rtv and rilpivirine can be used without dose adjustments.

Hepatitis C Virus (HCV) direct-acting antivirals

NS3-4A inhibitors

Telaprevir

In an interaction trial between PREZISTA/rtv (600/100 mg b.i.d.) and telaprevir (750 mg every 8 hours), darunavir exposure was reduced by 40% and telaprevir exposure was reduced by 35%.  It is not recommended to co-administer PREZISTA/rtv with telaprevir.



	Pharmacokonetics
	The pharmacokinetics of darunavir, co-administered with low dose ritonavir (100 mg), has been evaluated in healthy adult volunteers and in HIV-1-infected subjects. Table 7 displays the population pharmacokinetic estimates of darunavir after oral administration of PREZISTA/ritonavir 600/100 mg twice daily [based on sparse sampling in 285 patients in study TMC114-C214, 278 patients in Study TMC114-C229 and 119 patients (integrated data) from Studies TMC114-C202 and TMC114-C213] and PREZISTA/ritonavir 800/100 mg once daily [based on sparse sampling in 335 patients in Study TMC114-C211  to HIV-1-infected patients.
[image: image1.emf]
	The pharmacokinetics of darunavir, co-administered with low dose ritonavir (100 mg), has been evaluated in healthy adult volunteers and in HIV-1-infected subjects. Table 7 displays the population pharmacokinetic estimates of darunavir after oral administration of PREZISTA/ritonavir 600/100 mg twice daily [based on sparse sampling in 285 patients in study TMC114-C214, 278 patients in Study TMC114-C229 and 119 patients (integrated data) from Studies TMC114-C202 and TMC114-C213] and PREZISTA/ritonavir 800/100 mg once daily [based on sparse sampling in 335 patients in Study TMC114-C211 and 280 patients in Study TMC114-C229] to HIV-1-infected patients.
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	Microbiology
	
	In the 48-week analysis of the Phase 3 Study TMC114-C229, the number of virologic failures (including those who discontinued before suppression after Week 4) was 26% (75/294) in the group of subjects receiving

PREZISTA/ritonavir 800/100 mg once daily compared to 19% (56/296) of subjects receiving PREZISTA/ritonavir

600/100 mg twice daily. Examination of isolates from subjects who failed on PREZISTA/ritonavir 800/100 mg once daily and had post-baseline genotypes showed that 8 subjects (8/60; 13%) had isolates that developed IAS-USA defined PI resistance-associated substitutions compared to 5 subjects (5/39; 13%) on PREZISTA/ritonavir 600/100 mg twice daily. Isolates from 2 subjects developed PI resistance associated substitutions associated with decreased susceptibility to darunavir; 1 subject isolate in the PREZISTA/ritonavir 800/100 mg once daily arm, developed substitutions V32I, M46I, L76V and I84V associated with a 24-fold decreased susceptibility to darunavir, and 1 subject isolate in the PREZISTA/ritonavir 600/100 mg twice daily arm developed substitutions L33F and I50V associated with a 40-fold decreased susceptibility to darunavir. In the PREZISTA/ritonavir 800/100 mg once daily and PREZISTA/ritonavir 600/100 mg twice daily groups, isolates from 7 (7/60, 12%) and 4 (4/42, 10%) virologic failures, respectively, developed decreased susceptibility to an NRTI included in the treatment

regimen.


	PATIENT COUNSELING INFORMATION 

	
	15.3 Hepatotoxicity

Patients should be informed that Drug-induced hepatitis (e.g., acute hepatitis, cytolytic hepatitis) has been reported with PREZISTA co-administered with 100 mg of ritonavir. Monitor liver function before and during therapy, especially in patients with underlying chronic hepatitis, cirrhosis, or in patients who have pre-treatment elevations of transaminases. Post-marketing cases of liver injury, including some fatalities, have been reported. Patients should be advised about the signs and symptoms of liver problems. These may include jaundice of the skin or eyes, dark (tea colored) urine, pale colored stools, nausea, vomiting, loss of appetite, or pain, aching or sensitivity in the right upper quadrant of the abdomen.

15.4 Severe Skin Reactions

Patients should be informed that skin reactions ranging from mild to severe, including Stevens-Johnson Syndrome and toxic epidermal necrolysis, have been reported with PREZISTA co-administered with 100 mg of ritonavir. Patients should be advised to discontinue PREZISTA/ritonavir immediately if signs or symptoms of severe skin reactions develop. These can include but are not limited to severe rash or rash accompanied with fever, general malaise, fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis, hepatitis and/or eosinophilia.


















