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הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 

 תאריך  ____03.06.12_____
שם תכשיר באנגלית___________Prezista 75, 150, 400, 600mg __
מספר רישום144323299200 ,142123199900, 14213320000                144223295700, 
שם בעל הרישום_J-C Health care
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	2 DOSAGE AND ADMINISTRATION

	2.2 Pediatric Patients (age 6 to < 18 years) 
Do not use once daily dosing in pediatric patients. 

Healthcare professionals should pay special attention to accurate dose selection of PREZISTA, transcription of the medication order, dispensing information and dosing instruction to minimize risk for medication errors, overdose, and underdose. 

Prescribers should select the appropriate dose of PREZISTA/ritonavir for each individual child based on body weight (kg) and should not exceed the recommended dose for treatment-experienced adults.

Before prescribing PREZISTA, children should be assessed for the ability to swallow tablets. If a child is unable to reliably swallow a tablet, the use of PREZISTA tablets may not be appropriate. 

The recommended dose of PREZISTA/ritonavir for pediatric patients (6 to < 18 years of age and weighing at least 44 lbs (20kg)) is based on body weight (see Table 1) and should not exceed the recommended treatment-experienced adult dose (PREZISTA/ritonavir 600/100 mg b.i.d.). PREZISTA tablets should be taken with ritonavir twice daily and with food.

Table 1: Recommended Dose for Pediatric Patients (6 to < 18 years of age) for PREZISTA Tablets with ritonavir

Body Weight

Dose

(kg) 

(lbs)

≥ 20 kg – < 30 kg

≥ 44 lbs – < 66 lbs

375 mg PREZISTA/50 mg ritonavir twice daily

≥ 30 kg – < 40 kg

≥ 66 lbs – < 88 lbs

450 mg PREZISTA/60 mg ritonavir twice daily

≥ 40 kg

≥ 88 lbs

600 mg PREZISTA/100 mg ritonavir twice daily


	2.2 Pediatric Patients (age 6 to < 18 years) 
Do not use once daily dosing in pediatric patients. 

Healthcare professionals should pay special attention to accurate dose selection of PREZISTA, transcription of the medication order, dispensing information and dosing instruction to minimize risk for medication errors, overdose, and underdose. 

Prescribers should select the appropriate dose of PREZISTA/ritonavir for each individual child based on body weight (kg) and should not exceed the recommended dose for treatment-experienced adults.

Before prescribing PREZISTA, children weighing greater than or equal to 20 kg should be assessed for the ability to swallow tablets. If a child is unable to reliably swallow a tablet, the use of PREZISTA tablets may not be appropriate. 

The recommended dose of PREZISTA/ritonavir for pediatric patients (6 to < 18 years of age and weighing at least 44 lbs (20 kg)) is based on body weight (see Table 1) and should not exceed the recommended treatment-experienced adult dose (PREZISTA/ritonavir 600/100 mg b.i.d.). PREZISTA tablets should be taken with ritonavir twice daily and with food.

Table 1: Recommended Dose for Pediatric Patients (6 to < 18 years of age) for PREZISTA Tablets with ritonavir

Body Weight

Dose

(kg) 

(lbs)

≥ 20 kg – < 30 kg

≥ 44 lbs – < 66 lbs

375 mg PREZISTA/50 mg ritonavir twice daily

≥ 30 kg – < 40 kg

≥ 66 lbs – < 88 lbs

450 mg PREZISTA/60 mg ritonavir twice daily

≥ 40 kg

≥ 88 lbs

600 mg PREZISTA/100 mg ritonavir twice daily



	3 DOSAGE FORMS AND STRENGTHS

	3.3 PREZISTA 300 mg Tablets 

PREZISTA (darunavir) 300 mg tablets are supplied as orange, oval-shaped, film-coated tablets containing darunavir ethanolate equivalent to 300 mg of darunavir per tablet. Each tablet is debossed with “300” on one side and “TMC114” on the other side
	3.3 PREZISTA 300 mg Tablets 
PREZISTA (darunavir) 300 mg tablets are supplied as orange, oval-shaped, film-coated tablets containing darunavir ethanolate equivalent to 300 mg of darunavir per tablet. Each tablet is debossed with “300” on one side and “TMC114” on the other side

	
	
	

	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 and 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. 

5.8 Immune Reconstitution Syndrome 

During the initial phase of treatment, patients responding to antiretroviral therapy may develop an inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium complex, cytomegalovirus, Pneumocystis jirovecii pneumonia, and tuberculosis), which may necessitate further evaluation and treatment. 


	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 and acute generalized exanthematous pustulosis 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. 
5.8 Immune Reconstitution Syndrome 
During the initial phase of treatment, patients responding to antiretroviral therapy may develop an inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium complex, cytomegalovirus, Pneumocystis jirovecii pneumonia, and tuberculosis), which may necessitate further evaluation and treatment. 

Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy, including PREZISTA. During the initial phase of combination antiretroviral treatment, patients whose immune systems respond may develop an inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium infection, cytomegalovirus, Pneumocystis jirovecii pneumonia [PCP], or tuberculosis), which may necessitate further evaluation and treatment. 

Autoimmune disorders (such as Graves’ disease, polymyositis, and Guillain-Barré syndrome) have also been reported to occur in the setting of immune reconstitution; however, the time to onset is more variable, and can occur many months after initiation of antiretroviral treatment


	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	6 ADVERSE REACTIONS

	6.1 Clinical Trials Experience: Treatment-Naïve Adults
Study TMC114-C211

The safety assessment is based on all safety data from the Phase 3 trial TMC114-C211 comparing PREZISTA/ritonavir 800/100 mg once daily versus lopinavir/ritonavir 800/200 mg per day in 689 antiretroviral treatment-naïve HIV-1-infected adult subjects. The total mean exposure for subjects in the PREZISTA/ritonavir 800/100 mg once daily arm and in the lopinavir/ritonavir 800/200 mg per day arm was  95.0 162.5 and  91.4 153.5 weeks, respectively.

The majority of the adverse drug reactions (ADRs) reported during treatment with PREZISTA/ritonavir 800/100 mg once daily were mild in severity. The most common clinical ADRs to PREZISTA/ritonavir 800/100 mg once daily (≥ 5%) of at least moderate intensity (≥ Grade 2) were diarrhea, headache, abdominal pain and rash.  2.3% of subjects in the PREZISTA/ritonavir arm discontinued treatment due to ADRs.

ADRs to PREZISTA/ritonavir 800/100 mg once daily of at least moderate intensity (≥ Grade 2) in antiretroviral treatment naïve HIV-1-infected adult subjects are presented in Table 2 and subsequent text below the table.

Table 2: Selected Clinical Adverse Drug Reactions to PREZISTA/ritonavir 800/100 mg Once Daily* of At Least Moderate Intensity (≥ Grade 2) Occurring in ≥ 2% of Antiretroviral Treatment-Naïve HIV-1-Infected Adult Subjects

Randomized Study TMC114-C211

System Organ Class,                      Preferred Term,                                      %

PREZISTA/ritonavir                           800/100 mg once daily                           + TDF/FTC                                             N=343

Lopinavir/ritonavir                     800/200mg per day                         +TDF/FTC                                              N=346

﻿Gastrointestinal Disorders

Abdominal pain

5 6%

6%

Diarrhea

8 9%

15 16%
Nausea

3 4%

4%

Vomiting

2%

3 4%

General Disorders and Administration Site Conditions

Fatigue

< 1%

3%

Metabolism and Nutrition Disorders

Anorexia

2%

<1%

Nervous System Disorders

Headache

6 7%

5 6%

﻿Skin and Subcutaneous Tissue Disorders

Rash

5 6%

6 7%

N=total number of subjects per treatment group

TDF = tenofovir disoproxil fumarate

FTC = emtricitabine                                                                                                                                                                       *Excluding laboratory abnormalities reported as ADRs

Less Common Adverse Reactions
Treatment-emergent ADRs of at least moderate intensity (≥ Grade 2) occurring in less than 2% of antiretroviral treatment-naïve subjects receiving PREZISTA/ritonavir 800/100 mg once daily are listed below by body system:

Gastrointestinal Disorders: acute pancreatitis, dyspepsia, flatulence

General Disorders and Administration Site Conditions: asthenia

Hepatobiliary Disorders: acute hepatitis (e.g., acute hepatitis, cytolytic hepatitis, hepatotoxicity)

Immune System Disorders: (drug) hypersensitivity , Immune reconstitution syndrome

Metabolism and Nutrition Disorders: diabetes mellitus

Musculoskeletal and Connective Tissue Disorders: myalgia ,osteonecrosis
Psychiatric Disorders: abnormal dreams

Skin and Subcutaneous Tissue Disorders: angioedema, pruritus, Stevens-Johnson Syndrome, urticaria ,Lypodystrophy (lipohypertrophy, lipodystrophy, and lipoatrophy)
Laboratory abnormalities:
Selected Grade 2 to 4 laboratory abnormalities that represent a worsening from baseline observed in antiretroviral treatment-naïve adult subjects treated with PREZISTA/ritonavir 800/100 mg once daily are presented in Table 3.

﻿Table 3: Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Naïve HIV-1Infected Adult Subjects*

Randomized Study TMC114-C211

Laboratory Parameter Preferred Term, %

Limit

PREZISTA/ritonavir 800/100 mg once daily + TDF/FTC
lopinavir/ritonavir 800/200 mg per day + TDF/FTC

Biochemistry

Alanine Aminotransferase

Grade 2

> 2.5 to ≤ 5.0 X ULN

7 9%
6 9%

Grade 3

> 5.0 to ≤ 10.0 X ULN

3%

3%

Grade 4

> 10.0 X ULN

< 1%

3%

Aspartate Aminotransferase

Grade 2

> 2.5 to ≤ 5.0 X ULN

6 7%

6 10%

Grade 3

> 5.0 to ≤ 10.0 X ULN

4%

2%

Grade 4

> 10.0 X ULN

1%

2 3%

Alkaline Phosphatase

Grade 2

> 2.5 to ≤ 5.0 X ULN

2 1%

1%

Grade 3

> 5.0 to ≤ 10.0 X ULN

0%

< 1%

Grade 4

> 10.0 X ULN

0%

0%

Hyperbilirubinemia
Grade 2

> 1.5 to ≤ 2.5 X ULN

< 1%

4   5%

Grade 3

> 2.5 to ≤ 5.0 X ULN

< 1%

< 1%

Grade 4

> 5.0 X ULN

0%

0%

Triglycerides

Grade 2

5.65-8.48 mmol/L

500-750 mg/dL

3%

8 10%

Grade 3

8.49-13.56 mmol/L

751-1200 mg/dL

1 2%

5%

﻿Grade 4

> 13.56 mmol/L

> 1200 mg/dL

< 1%

< 1%

Total Cholesterol

Grade 2

6.20-7.77 mmol/L

240-300 mg/dL

16 23%
23 27%

Grade 3

> 7.77 mmol/L

> 300 mg/dL

1%

5%

Low-Density Lipoprotein Cholesterol

Grade 2

4.13-4.90 mmol/L

160-190 mg/dL

14%

10 12%

Grade 3

≥ 4.91 mmol/L

≥ 191 mg/dL
5 9%

5 6%

Elevated Glucose Levels

Grade 2

6.95-13.88 mmol/L

126-250 mg/dL

7 11%

8 10%

Grade 3

13.89-27.75 mmol/L

251-500 mg/dL

< 1%

0%    < 1%
Grade 4

> 27.75 mmol/L

> 500  mg/dL

0%

0%

Pancreatic Lipase

Grade 2

> 1.5 to ≤ 3.0 X ULN

2 3%

1 2%

Grade 3

> 3.0 to ≤ 5.0 X ULN

< 1%

< 1%

Grade 4

> 5.0 X ULN

0%

< 1%

Pancreatic Amylase

Grade 2

> 1.5 to ≤ 2.0 X ULN

5%

2%

Grade 3

> 2.0 to ≤ 5.0 X ULN

3 5%

3 4%

Grade 4

> 5.0 X ULN

0%

< 1%

N=total number of subjects per treatment group
TDF = tenofovir disoproxil fumarate

FTC = emtricitabine

* Grade 4 data not applicable in Division of AIDS grading scale.

6.6 Clinical Trials Experience: Pediatric Patients 
PREZISTA/ritonavir has been studied in 80 antiretroviral treatment-experienced HIV-1-infected pediatric subjects 6 to < 18 years of age and weighing at least 44 lbs (20 kg) in combination with other antiretroviral agents [see Use in Specific Populations (8.3) and Clinical Studies ( 13.4)]. 

Frequency, type, and severity of ADRs in pediatric subjects were comparable to those observed in adults. ADRs to PREZISTA/ritonavir (all grades, ≥ 3%), excluding laboratory abnormalities reported as ADRs, were vomiting (13%), diarrhea (11%), abdominal pain (10%), headache (9%), rash (5%), nausea (4%) and fatigue (3%). 

Grade 3 or 4 laboratory abnormalities were ALT increased (Grade 3: 3%; Grade 4: 1%), AST increased (Grade 3: 1%), pancreatic amylase increased (Grade 3: 4%, Grade 4: 1%), pancreatic lipase increased (Grade 3: 1%), total cholesterol increased (Grade 3: 1%), and LDL increased (Grade 3: 3%).
PREZISTA/ritonavir has been studied in combination with other antiretroviral agents in 2 Phase II trials. TMC114-C212, in which 80 antiretroviral treatment-experienced HIV-1-infected pediatric subjects 6 to less than 18 years of age and weighing at least 20 kg were included and TMC114-C228, in which 21 antiretroviral treatment-experienced HIV-1-infected pediatric subjects 3 to less than 6 years of age and weighing at least 10 kg were included [see Use in Specific Populations (8.4) and Clinical Studies (14.4)]. 

Frequency, type, and severity of ADRs in pediatric subjects were comparable to those observed in adults. 

Study TMC114-C212 

ADRs to PREZISTA/ritonavir (all grades, greater than or equal to 3%), excluding laboratory abnormalities reported as ADRs, were vomiting (13%), diarrhea (11%), abdominal pain (10%), headache (9%), rash (5%), nausea (4%) and fatigue (3%). 

Grade 3 or 4 laboratory abnormalities were ALT increased (Grade 3: 3%; Grade 4: 1%), AST increased (Grade 3: 1%), pancreatic amylase increased (Grade 3: 4%, Grade 4: 1%), pancreatic lipase increased (Grade 3: 1%), total cholesterol increased (Grade 3: 1%), and LDL increased (Grade 3: 3%). 

Study TMC114-C228 

ADRs to PREZISTA/ritonavir (all grades, greater than or equal to 3%), excluding laboratory abnormalities, were diarrhea (19%), vomiting (14%) and rash (10%). 

There were no Grade 3 or 4 laboratory abnormalities considered as ADRs in this study. 

6.7 Postmarketing Experience 
The following events have been identified during postmarketing use of PREZISTA. Because these events are reported voluntarily from a population of unknown size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure. 

Redistribution of body fat has been reported. 

Rarely,rhabdomyolysis (associated with co-administration with HMG-CoA reductase inhibitors and PREZISTA/ritonavir) and In addition, toxic epidermal necrolysis and acute generalized exanthematous pustulosis have been reported rarely [see Warnings and Precautions (5.3)]. 


	DRUG INTERACTIONS 

	Hepatitis C Virus (HCV) Direct-Acting Agents: 
NS3-4A protease inhibitors: 
boceprevir 

telaprevir 

↓darunavir 

↓boceprevir 

↓telaprevir 

Concomitant administration of PREZISTA/ritonavir and boceprevir or telaprevir resulted in reduced steady-state exposures to darunavir and boceprevir or telaprevir. It is not recommended to co-administer boceprevir or telaprevir and PREZISTA/ritonavir. 

Antimalarials

An interaction trial between PREZISTA/rtv (600/100 mg b.i.d.) and artemether/lumefantrine (80/480 mg, 6 doses at 0, 8, 24, 36, 48, and 60 hours) showed an increase in exposure to lumefantrine by 2.75-fold, while exposure to darunavir was not affected. The exposure to artemether and its active metabolite, dihydroartemisinin, decreased by 16% and 18%, respectively. The combination of PREZISTA and artemether/lumefantrine can be used without dose adjustments; however, due to the increase in lumefantrine exposure, the combination should be used with caution.


	8 USE IN SPECIFIC POPULATIONS
	Pregnancy Category C: PREZISTA should be used during pregnancy only if the potential benefit justifies the potential risk. 

No adequate and well-controlled studies have been conducted in pregnant women. Reproduction studies conducted with darunavir showed no embryotoxicity or teratogenicity in mice, rats and rabbits. However, due to limited bioavailability and/or dosing limitations, animal exposures (based on AUC) were only 50% (mice and rats) and 5% (rabbit) of those obtained in humans at the recommended clinical dose boosted with ritonavir.

	Pregnancy Category C: PREZISTA should be used during pregnancy only if the potential benefit justifies the potential risk. 

No adequate and well-controlled studies have been conducted in pregnant women. Reproduction studies conducted with darunavir showed no embryotoxicity or teratogenicity in mice, rats and rabbits. However, due to limited bioavailability and/or dosing limitations, animal exposures (based on AUC) were only 50% (mice and rats) and 5% (rabbit) of those obtained in humans at the recommended clinical dose boosted with ritonavir.

and rats in the presence or absence of ritonavir as well as in rabbits with darunavir alone. In these studies, darunavir exposures (based on AUC) were higher in rats (3-fold), whereas in mice and rabbits, exposures were lower (less than 1-fold) compared to those obtained in humans at the recommended clinical dose of darunavir boosted with ritonavir. 



	10 DESCRIPTION 

	PREZISTA 75 mg tablets are available as white, caplet-shaped, film-coated tablets for oral administration. 

PREZISTA 150 mg tablets are available as white, oval-shaped, film-coated tablets for oral administration. 

PREZISTA 300 mg and PREZISTA 600 mg tablets are available as orange, oval-shaped, film-coated tablets for oral administration. PREZISTA 400 mg is available as a light orange, oval-shaped, film-coated tablet for oral administration. 
Each 75 mg tablet contains darunavir ethanolate equivalent to 75 mg of darunavir.  Each 150 mg tablet contains darunavir ethanolate equivalent to 150 mg of darunavir. Each 300 mg tablet contains darunavir ethanolate equivalent to 300 mg of darunavir. Each 400 mg tablet contains darunavir ethanolate equivalent to 400 mg of darunavir. Each 600 mg tablet contains darunavir ethanolate equivalent to 600 mg of darunavir.

	PREZISTA 75 mg tablets are available as white, caplet-shaped, film-coated tablets for oral administration. 

PREZISTA 150 mg tablets are available as white, oval-shaped, film-coated tablets for oral administration. 

PREZISTA 300 mg and PREZISTA 600 mg tablets are available as orange, oval-shaped, film-coated tablets for oral administration. PREZISTA 400 mg is available as a light orange, oval-shaped, film-coated tablet for oral administration. 
Each 75 mg tablet contains darunavir ethanolate equivalent to 75 mg of darunavir.  Each 150 mg tablet contains darunavir ethanolate equivalent to 150 mg of darunavir. Each 300 mg tablet contains darunavir ethanolate equivalent to 300 mg of darunavir. Each 400 mg tablet contains darunavir ethanolate equivalent to 400 mg of darunavir. Each 600 mg tablet contains darunavir ethanolate equivalent to 600 mg of darunavir.


	11 CLINICAL PHARMACOLOGY 


	Effects of Food on Oral Absorption 
When administered with food, the Cmax and AUC of darunavir, co-administered with ritonavir, is approximately 30% higher relative to the fasting state. Therefore, PREZISTA tablets, co-administered with ritonavir, should always be taken with food. Within the range of meals studied, darunavir exposure is similar. The total caloric content of the various meals evaluated ranged from 240 Kcal (12 gms fat) to 928 Kcal (56 gms fat). 


	Effects of Food on Oral Absorption 
When administered with food, the Cmax and AUC of darunavir, co-administered with ritonavir, is approximately 3040% higher relative to the fasting state. Therefore, PREZISTA tablets, co-administered with ritonavir, should always be taken with food. Within the range of meals studied, darunavir exposure is similar. The total caloric content of the various meals evaluated ranged from 240 Kcal (12 gms fat) to 928 Kcal (56 gms fat). 



	
	
	


3

	48 (1363) 



		4429 ± 2064 

	4858 ± 2521 

	
	Median (Range) 

	3888 (1836-7821) 

	4010 (2576-9488) 

	4469 (2733-11300) 


	N = number of subjects with data. 

* Subjects may have contributed pharmacokinetic data to both the 10 kg to less than 15 kg weight group and the 15 kg to less than 20 kg weight group. 

† AUC24h is calculated as AUC12h*2 

‡ Population pharmacokinetic parameter estimates based on the Weeks 2 and 4 analysis that evaluated a darunavir dose of 20 mg/kg twice daily with ritonavir 3 mg/kg twice daily. 

§ The 15 kg to less than 20 kg weight group received 380 mg (3.8 mL) PREZISTA oral suspension twice daily with 48 mg (0.6 mL) ritonavir oral solution twice daily in TMC114-C228. Population pharmacokinetic parameter estimates based on the Week 2 and Week 24 analysis that evaluated a darunavir dose of 380 mg twice daily. 



	
	

	Drug Interactions 

	Several interaction studies have been performed with a dose other than the recommended dose of the co-administered drug or darunavir; however, the results are applicable to the recommended dose of the co-administered drug and/or darunavir.

Table 9: Drug Interactions: Pharmacokinetic Parameters for Darunavir in the Presence of Co-administered Drugs 
Co-Administered Drug 
Dose/Schedule
N 
PK 
LS Mean Ratio (90% CI) of
Darunavir
Pharmacokinetic Parameters With/Without Co-administered Drug
No Effect =1.00
Co-Administered Drug
Darunavir/
ritonavir
Cmax 
AUC 
Cmin 
Co-Administration With Other HIV Protease Inhibitors 
Rilpivirine 

150 mg q.d. 

800/100 mg q.d. 

15 

↔

0.90 

(0.81-1.00) 

0.89 

(0.81-0.99) 

0.89 

(0.68-1.16) 

Co-Administration With HCV NS3-4A Protease Inhibitors 
Boceprevir 

800 mg three times daily 

600/100 mg b.i.d. 

11 

↓

0.64 (0.58-0.71) 

0.56 (0.51-0.61) 

0.41 (0.38-0.45) 

Telaprevir 

750 mg every 8 hours 

1125 mg every 12 hours 

600/100 mg b.i.d. 

600/100 mg b.i.d. 

11║ 

15 

↓

↓

0.60 

(0.56-0.64) 

0.53 

(0.47-0.59) 

0.60 

(0.57-0.63)

0.49 

(0.43-0.55) 

0.58 

(0.52-0.64) 

0.42 

(0.35-0.51) 

N = number of subjects with data 

* q.d. = once daily 

† b.i.d. = twice daily 

‡ The pharmacokinetic parameters of darunavir in this study were compared with the pharmacokinetic parameters following administration of darunavir/ritonavir 600/100 mg b.i.d. 

§ Ratio based on between-study comparison. 

¶ q.o.d. = every other day 

║ N = 14 for Cmax 

Table 10: Drug Interactions: Pharmacokinetic Parameters for Co-administered Drugs in the Presence of Darunavir/Ritonavir 
Co-Administered Drug 
Dose/Schedule 
N 
PK 
LS Mean Ratio (90% CI) of 
Co-Administered Drug 
Pharmacokinetic Parameters 
With/Without Darunavir 
No effect =1.00 
Co-Administered Drug 
Darunavir/ 
ritonavir 
Cmax 
AUC 
Cmin 
Co-Administration With Other HIV Protease Inhibitors 
Rilpivirine 

150 mg q.d. 

800/100 mg q.d. 

14 

↑

1.79 

(1.56-2.06) 

2.30 

(1.98-2.67) 

2.78 

(2.39-3.24) 

Co-Administration With HCV NS3-4A Protease Inhibitors 
Boceprevir 

800 mg three times daily 

600/100 mg b.i.d. 

11 

↓

0.75 (0.67-0.85) 

0.68 (0.65-0.72) 

0.65 (0.56-0.76) 

Telaprevir 

750 mg every 8 hours 

600/100 mg b.i.d. 

11║ 

↓

0.64 

(0.61-0.67) 

0.65 

(0.61-0.69) 

0.68 

(0.63-0.74) 



	Microbiology
	Clinical studies of PREZISTA/ritonavir in treatment-naive subjects: In the 96-week as-treated analysis of the Phase 3 Study TMC114-C211, the percentage of virologic failures (never suppressed, rebounders and discontinued before achieving suppression) was 15% (53/343) in the group of subjects receiving PREZISTA/ritonavir 800/100 mg once daily compared to 22% (77/346) of subjects receiving lopinavir/ritonavir 800/200 mg per day. In the PREZISTA/ritonavir arm, emergent PI substitutions were identified in 5 of the virologic failures with post-baseline genotypic data (n=14). 

However, none of the darunavir virologic failures had a decrease in darunavir susceptibility (> 7-fold change) at failure. In the comparator lopinavir/ritonavir arm, emergent PI substitutions were identified in 15 of the virologic failures with post-baseline genotypic data (n=28), but none of the lopinavir/ritonavir virologic failures had decreased susceptibility to lopinavir (> 10-fold change) at failure. The reverse transcriptase M184V substitution and resistance to emtricitabine, which was included in the fixed background regimen, was identified in 2 virologic failures of the PREZISTA/ritonavir arm and 3 virologic failures in the lopinavir/ritonavir arm. 


	Clinical studies of PREZISTA/ritonavir in treatment-naive subjects: In the 96-week as-treated analysis of the Phase 3 Study TMC114-C211, the percentage of virologic failures (never suppressed, rebounders and discontinued before achieving suppression) was 15% (53/343) in the group of subjects receiving PREZISTA/ritonavir 800/100 mg once daily compared to 22% (77/346) of subjects receiving lopinavir/ritonavir 800/200 mg per day. In the PREZISTA/ritonavir arm, emergent PI substitutions were identified in 5 of the virologic failures with post-baseline genotypic data (n=14). 

In the 192-week as-treated analysis censoring those who discontinued before Week 4 of the Phase 3 Study TMC114-C211, the percentage of virologic failures (never suppressed, rebounders and discontinued before achieving suppression) was 22% (64/288) in the group of subjects receiving PREZISTA/ritonavir 800/100 mg once daily compared to 29% (76/263) of subjects receiving lopinavir/ritonavir 800/200 mg per day. In the PREZISTA/ritonavir arm, emergent PI resistance-associated substitutions were identified in 11 of the virologic failures with post-baseline genotypic data (n=43) .
However, none of the darunavir virologic failures had a decrease in darunavir susceptibility (> 7-fold change) at failure. In the comparator lopinavir/ritonavir arm, emergent PI resistance-associated substitutions were identified in 1517 of the virologic failures with post-baseline genotypic data (n=2853), but none of the lopinavir/ritonavir virologic failures had decreased susceptibility to lopinavir (> 10-fold change) at failure. The reverse transcriptase M184V substitution and resistance to emtricitabine, which was included in the fixed background regimen, was identified in 24 virologic failures of from the PREZISTA/ritonavir arm and 37 virologic failures in the lopinavir/ritonavir arm. 



	
	
	

	12 NONCLINICAL TOXICOLOGY 

	Impairment of Fertility 
No effects on fertility or early embryonic development were observed with darunavir in rats and darunavir has shown no teratogenic potential in mice (in the presence or absence of ritonavir), rats and rabbits
	Impairment of Fertility 
No effects on fertility or early embryonic development were observed with darunavir in rats and darunavir has shown no teratogenic potential in mice or rats(in the presence or absence of ritonavir), rats and rabbits

	
	
	

	
	
	

	
	
	

	
	
	

	13 CLINICAL STUDIES 

	The evidence of efficacy of PREZISTA/ritonavir is based on the analyses of 96-week data from 2 randomized, controlled open-label Phase 3 trials in treatment-naïve (TMC114-C211) and antiretroviral treatment-experienced (TMC114-C214) HIV-1-infected adult subjects. In addition, 96-week data is included from 2 randomized, controlled Phase 2b trials, TMC114-C213 and TMC114-C202, in antiretroviral treatment-experienced HIV-1-infected adult subjects. 


	The evidence of efficacy of PREZISTA/ritonavir is based on the analyses of 96-week data from 2 randomized, controlled open-label Phase 3 trials in treatment-naïve (TMC114-C211) and antiretroviral treatment-experienced (TMC114-C214) HIV-1-infected adult subjects. In addition, 96-week data is included from 2 randomized, controlled Phase 2b trials, TMC114-C213 and TMC114-C202, in antiretroviral treatment-experienced HIV-1-infected adult subjects. 

The evidence of efficacy of PREZISTA/ritonavir is based on the analyses of 192-week data from a randomized, controlled open-label Phase 3 trial in treatment-naïve (TMC114-C211) HIV-1-infected adult subjects and 96-week data from a randomized, controlled, open-label Phase 3 trial in antiretroviral treatment-experienced (TMC114-C214) HIV-1-infected adult subjects. In addition, 96-week data are included from 2 randomized, controlled Phase 2b trials, TMC114-C213 and TMC114-C202, in antiretroviral treatment-experienced HIV-1-infected adult subjects.


	Treatment-Naïve Adult Subjects
	……………..

HIV-1-infected subjects who were eligible for this trial had plasma HIV-1 RNA ≥ 5000 copies/mL. Randomization was stratified by screening plasma viral load (HIV-1 RNA < 100,000 copies/mL or ≥ 100,000 copies/mL) and screening CD4+ cell count (< 200 cells/mm3 or ≥ 200 cells/mm3). Virologic response was defined as a confirmed plasma HIV-1 RNA viral load < 50 copies/mL. Analyses included 689 subjects in Study TMC114-C211 who had completed  96 192 weeks of treatment or discontinued earlier……………….

Week  96 192 outcomes for subjects on PREZISTA/ritonavir 800/100 mg once daily from Study TMC114-C211 are shown in Table 14.
[image: image1.emf]
In Study TMC114-C211 at 192 weeks of treatment, the median increase from baseline in CD4+ cell counts was 258 cells/mm3 in the PREZISTA/ritonavir 800/100 mg once daily arm and 263 cells/mm3 in the lopinavir/ritonavir 800/200 mg per day arm. Of the PREZISTA/ritonavir subjects with a confirmed virologic response of < 50 copies/mL at Week 48, 81% remained undetectable at Week 192 versus 68% with lopinavir/ritonavir. In the 192 week analysis, statistical superiority of the PREZISTA/ritonavir regimen over the lopinavir/ritonavir regimen was demonstrated for both ITT and OP populations.
In Study TMC114-C211 at 96 weeks of treatment, the median increase from baseline in CD4+ cell counts was 171 cells/mm3 in the PREZISTA/ritonavir 800/100 mg once daily arm and 188 cells/mm3 in the lopinavir/ritonavir 800/200 mg per day arm.


	Treatment-Experienced Adult Subjects

	Study TMC114-C229 

Study TMC114-C229 is a randomized, open-label trial comparing PREZISTA/ritonavir 800/100 mg once daily to PREZISTA/ritonavir 600/100 mg twice daily in treatment-experienced HIV-1-infected patients with screening genotype resistance test showing no darunavir resistance associated substitutions (i.e. V11I, V32I, L33F, I47V, I50V, I54L, I54M, T74P, L76V, I84V, L89V) and a screening viral load of greater than 1,000 HIV-1 RNA copies/mL. Both arms used an optimized background regimen consisting of greater than or equal to 2 NRTIs selected by the investigator. 

HIV-1-infected subjects who were eligible for this trial were on a highly active antiretroviral therapy regimen (HAART) for at least 12 weeks. Virologic response was defined as a confirmed plasma HIV-1 RNA viral load less than 50 copies/mL. Analyses included 590 subjects who had completed 48 weeks of treatment or discontinued earlier.
Table 15 compares the demographic and baseline characteristics between subjects in the PREZISTA/ritonavir 800/100 mg once daily arm and subjects in the PREZISTA/ritonavir 600/100 mg twice daily arm in Study TMC114-C229. No imbalances between the 2 arms were noted.
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Week 48 outcomes for subjects on PREZISTA/ritonavir 800/100 mg once daily from Study TMC114-C229 are shown in Table 16.

[image: image3.emf]
The mean increase from baseline in CD4+ cell counts was comparable for both treatment arms (108 cells/mm3 and 112 cells/mm3 in the PREZISTA/ritonavir 800/100 mg once daily arm and the PREZISTA/ritonavir 600/100 mg twice daily arm, respectively).
Study TMC114-C229 (ODIN)

Efficacy of PREZISTA/rtv 800/100 mg q.d. in treatment‑experienced adult patients

The evidence of comparable efficacy of PREZISTA/rtv 800/100 mg q.d. and PREZISTA/rtv 600/100 mg b.i.d. in treatment‑experienced patients with no darunavir RAMs is based on the 48 week analysis of the Phase III trial ODIN.

ODIN is a randomised, open‑label trial comparing PREZISTA/rtv 800/100 mg q.d. to PREZISTA/rtv 600/100 mg b.i.d. in treatment‑experienced HIV‑1 infected patients with screening genotype resistance testing showing no darunavir RAMs (i.e. V11I, V32I, L33F, I47V, I50V, I54M, I54L, T74P, L76V, I84V, L89V) and a viral load of >1,000 HIV‑1 RNA copies/ml. Both arms used an optimised background regimen consisting of ≥2 NRTIs selected by the investigator.

Demographics and baseline characteristics were balanced between the PREZISTA/rtv q.d. arm and the PREZISTA/rtv b.i.d. arm. The 590 patients in total had a median age of 40 years (range 18‑77), 64% were male, 36% white, 26% black, 18% hispanic, and 15% asian. The mean baseline plasma HIV‑1 RNA was 4.16 log10 copies/ml and the median baseline CD4+ cell count was 228 x 106 cells/l (range 24 – 1306 x 106 cells/l).

The table below shows the efficacy data of the 48 week analysis from the ODIN trial:

ODIN

Outcomes

PREZISTA/rtv 800/100 mg q.d. + OBR

N=294

PREZISTA/rtv 600/100 mg b.i.d. + OBR

N=296

Treatment difference

(95% CI of difference)

HIV‑1 RNA < 50 copies/mla
212 (72.1%)

210 (70.9%)

1.2%

(‑6.1; 8.5)b
mean HIV‑1 RNA log change from baseline (log10 copies/ml)e
‑1.84

‑1.80

‑0.04d
(‑0.24; 0.16)

mean CD4+ cell count change from baseline (x 106/l)c
108

112

‑5d

(‑25; 16)

a
Imputations according to the TLOVR algorithm
b
Based on a normal approximation of the difference in % response

c
Last Observation Carried Forward imputation

d
Difference in means

e
NC=F

In the 48 week analysis, the virologic response defined as a confirmed plasma HIV‑1 RNA viral load < 50 copies/ml, was 72.1% for the PREZISTA/rtv q.d. arm and 70.9% for the PREZISTA/rtv b.i.d. arm. Statistical comparisons between the treatment arms at week 48 confirmed non‑inferiority of PREZISTA/rtv q.d. versus PREZISTA/rtv b.i.d. for both the ITT and OP population (p‑value < 0.001).

In the 48 week analysis of the ODIN trial the number of virologic failures was comparable in the PREZISTA/rtv 800/100 mg q.d. group and the PREZISTA/rtv 600/100 mg b.i.d. group (22.1% vs. 18.2%, respectively). In the virologic failures in the PREZISTA/rtv 800/100 mg q.d. group 7 subjects (12%) with developing PI RAMs were identified, compared to 4 subjects (10%) in the PREZISTA/rtv 600/100 mg b.i.d. group. One subject in the PREZISTA/rtv 800/100 mg q.d. group developed primary (i.e. major) PI mutations, which included 3 DRV RAMs, resulting in decreased susceptibility to darunavir. All the virologic failures from the PREZISTA/rtv 600/100 mg b.i.d. group retained susceptibility to darunavir. Four (6.7%) and 3 (7.1%) virologic failures developed 1 or 2 NRTI RAMs in the PREZISTA/rtv 800/100 mg q.d. and the PREZISTA/rtv 600/100 mg b.i.d. groups, respectively. In 3 and 2 of these virologic failures in the PREZISTA/rtv 800/100 mg q.d. and the PREZISTA/rtv 600/100 mg b.i.d. groups, respectively, the development of these NRTI RAMs was associated with a decreased susceptibility to a NRTI included in the treatment regimen.

Of the viruses isolated from subjects receiving PREZISTA/rtv 800/100 mg q.d. experiencing virologic failure in the ODIN trial, 98% remained susceptible to darunavir after treatment. In the same group of subjects, 96% to 100% that were susceptible at baseline to amprenavir, atazanavir, indinavir, lopinavir, saquinavir or tipranavir remained susceptible to these protease inhibitors after treatment. In the virologic failures receiving PREZISTA/rtv 600/100 mg b.i.d. no cross‑resistance with other PIs was observed


	Pediatric Patients
	The pharmacokinetic profile, safety and antiviral activity of PREZISTA/ritonavir were evaluated in a randomized, open-label, multicenter study. This study enrolled treatment-experienced pediatric subjects between the ages of 6 and < 18 years and weighing at least 44 lbs (20 kg). Patients were stratified according to their weight (≥ 20 

< 30 kg, ≥ 30 -< 40 kg, ≥ 40 kg) and received PREZISTA/ritonavir plus background therapy consisting of at least two non-protease inhibitor antiretroviral drugs. Eighty patients were randomized and received at least one dose of PREZISTA/ritonavir. Pediatric subjects who were at risk of discontinuing therapy due to intolerance of ritonavir oral solution (e.g., taste aversion) were allowed to switch to the capsule formulation. Of the 44 pediatric subjects taking ritonavir oral solution, 23 subjects switched to the 100 mg capsule formulation and exceeded the weight-based ritonavir dose without changes in observed safety. 

The 80 randomized pediatric subjects had a median age of 14 (range 6 - < 18 years), and were 71% male, 54% Caucasian, 30% Black, 9% Hispanic and 8% other. The mean baseline plasma HIV-1 RNA was 

4.64 log10 copies/mL, and the median baseline CD4+ cell count was 330 cells/mm3 (range: 6 to 1505 cells/mm3). Overall, 38% of pediatric subjects had baseline plasma HIV-1 RNA ≥ 100,000 copies/mL. Most pediatric subjects (79%) had previous use of at least one NNRTI and 96% of pediatric subjects had previously used at least one PI. 

Seventy-seven pediatric subjects (96%) completed the 24 week period. Of the patients who discontinued, one patient discontinued treatment due to an adverse event. An additional 2 patients discontinued for other reasons, one patient due to compliance and another patient due to relocation. 

The proportion of pediatric subjects with HIV-1 RNA < 400 copies/mL and < 50 copies/mL was 64% and 50%, respectively. The mean CD4+ cell count increase from baseline was 117 cells/mm3. 

The dose selection was based on the following: 

· Similar darunavir plasma exposures in children compared to adults 

· Similar virologic response rates and safety profile in children compared to adults 


	The pharmacokinetic profile, safety and antiviral activity of PREZISTA/ritonavir were evaluated in a randomized, open-label, multicenter study. This study enrolled treatment-experienced pediatric subjects between the ages of 6 and < 18 years and weighing at least 44 lbs (20 kg). Patients were stratified according to their weight (≥ 20 

< 30 kg, ≥ 30 -< 40 kg, ≥ 40 kg) and received PREZISTA/ritonavir plus background therapy consisting of at least two non-protease inhibitor antiretroviral drugs. Eighty patients were randomized and received at least one dose of PREZISTA/ritonavir. Pediatric subjects who were at risk of discontinuing therapy due to intolerance of ritonavir oral solution (e.g., taste aversion) were allowed to switch to the capsule formulation. Of the 44 pediatric subjects taking ritonavir oral solution, 23 subjects switched to the 100 mg capsule formulation and exceeded the weight-based ritonavir dose without changes in observed safety. 

The 80 randomized pediatric subjects had a median age of 14 (range 6 - < 18 years), and were 71% male, 54% Caucasian, 30% Black, 9% Hispanic and 8% other. The mean baseline plasma HIV-1 RNA was 

4.64 log10 copies/mL, and the median baseline CD4+ cell count was 330 cells/mm3 (range: 6 to 1505 cells/mm3). Overall, 38% of pediatric subjects had baseline plasma HIV-1 RNA ≥ 100,000 copies/mL. Most pediatric subjects (79%) had previous use of at least one NNRTI and 96% of pediatric subjects had previously used at least one PI. 

Seventy-seven pediatric subjects (96%) completed the 24 week period. Of the patients who discontinued, one patient discontinued treatment due to an adverse event. An additional 2 patients discontinued for other reasons, one patient due to compliance and another patient due to relocation. 

The proportion of pediatric subjects with HIV-1 RNA < 400 copies/mL and < 50 copies/mL was 64% and 50%, respectively. The mean CD4+ cell count increase from baseline was 117 cells/mm3. 

The dose selection was based on the following: 

· Similar darunavir plasma exposures in children compared to adults 

· Similar virologic response rates and safety profile in children compared to adults 

The pharmacokinetic profile, safety and antiviral activity of PREZISTA/ritonavir were evaluated in 2 randomized, open-label, multicenter studies. 

Study TMC114-C212 

Treatment-experienced pediatric subjects between the ages of 6 and less than 18 years and weighing at least 20 kg were stratified according to their weight (greater than or equal to 20 kg to less than 30 kg, greater than or equal to 30kg to less than 40 kg, greater than or equal to 40 kg) and received PREZISTA tablets with either ritonavir capsules or oral solution plus background therapy consisting of at least two non-protease inhibitor antiretroviral drugs. Eighty patients were randomized and received at least one dose of PREZISTA/ritonavir. Pediatric subjects who were at risk of discontinuing therapy due to intolerance of ritonavir oral solution (e.g., taste aversion) were allowed to switch to the capsule formulation. Of the 44 pediatric subjects taking ritonavir oral solution, 23 subjects switched to the 100 mg capsule formulation and exceeded the weight-based ritonavir dose without changes in observed safety. 

The 80 randomized pediatric subjects had a median age of 14 (range 6 to less than 18 years), and were 71% male, 54% Caucasian, 30% Black, 9% Hispanic and 8% other. The mean baseline plasma HIV-1 RNA was 4.64 log10 copies/mL, and the median baseline CD4+ cell count was 330 cells/mm3 (range: 6 to 1505 cells/mm3). Overall, 38% of pediatric subjects had baseline plasma HIV-1 RNA 100,000 copies/mL. Most pediatric subjects (79%) had previous use of at least one NNRTI and 96% of pediatric subjects had previously used at least one PI. 

Seventy-seven pediatric subjects (96%) completed the 24-week period. Of the patients who discontinued, one patient discontinued treatment due to an adverse event. An additional 2 patients discontinued for other reasons, one patient due to compliance and another patient due to relocation. 

The proportion of pediatric subjects with HIV-1 RNA less than 400 copies/mL and less than 50 copies/mL was 64% and 50%, respectively. The mean CD4+ cell count increase from baseline was 117 cells/mm3. 

Study TMC114-C228 

Treatment-experienced pediatric subjects between the ages of 3 and less than 6 years and weighing greater than or equal to 10 kg to less than 20 kg received PREZISTA oral suspension with ritonavir oral solution plus background therapy consisting of at least two active non-protease inhibitor antiretroviral drugs. Twenty-one subjects received at least one dose of PREZISTA/ritonavir. 

The 21 subjects had a median age of 4.4 years (range 3 to less than 6 years), and were 48% male, 57% Black, 29%, Caucasian and 14% other. The mean baseline plasma HIV-1 was 4.34 log10 copies/mL, the median baseline CD4+ cell count was 927 x 106 cells/l (range: 209 to 2,429 x 106 cells/l) and the median baseline CD4+ percentage was 27.7% (range: 15.6% to 51.1%). Overall, 24% of subjects had a baseline plasma HIV-1 RNA greater than or equal to 100,000 copies/mL. All subjects had used greater than or equal to 2 NRTIs, 62% of subjects had used greater than or equal to 1 NNRTI and 76% had previously used at least one HIV PI. 

Twenty subjects (95%) completed the 24 week period. One subject prematurely discontinued treatment due to vomiting assessed as related to ritonavir. 

The proportion of subjects with HIV-1 RNA less than 50 copies/mL and less than 400 copies/mL was 57% and 81%, respectively. The mean change in CD4+ percentage from baseline was 4%. The mean change in CD4+ cell count from baseline was 109 x 106 cells/L. 

Dose recommendations from the two studies were based on the following: 

Similar darunavir plasma exposures in children compared to adults, and 

Similar virologic response rates and safety profile in children compared to adults

	HOW SUPPLIED/STORAGE AND HANDLING
	PREZISTA (darunavir) 300 mg tablets are supplied as orange, oval-shaped, film-coated tablets containing darunavir ethanolate equivalent to 300 mg of darunavir per tablet. Each tablet is debossed with “300” on one side and “TMC114” on the other side. 

300 mg tablets—bottles of 120 


	PREZISTA (darunavir) 300 mg tablets are supplied as orange, oval-shaped, film-coated tablets containing darunavir ethanolate equivalent to 300 mg of darunavir per tablet. Each tablet is debossed with “300” on one side and “TMC114” on the other side. 

300 mg tablets—bottles of 120 



	PATIENT COUNSELING INFORMATION-General
	Patients should be informed that PREZISTA is not a cure for HIV infection and that they may continue to develop opportunistic infections and other complications associated with HIV disease. Patients should be told that there are currently no data demonstrating that therapy with PREZISTA can reduce the risk of transmitting HIV to others. 

Patients should be told that sustained decreases in plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death. Patients should remain under the care of a physician while using PREZISTA. 


	Patients should be informed that PREZISTA is not a cure for HIV infection and that they may continue to develop opportunistic infections and other complications associated with HIV disease. Patients should be told that there are currently no data demonstrating that therapy with PREZISTA can reduce the risk of transmitting HIV to others. 

Patients should be told that sustained decreases in plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death. Patients should remain under the care of a physician while using PREZISTA. 

PREZISTA is not a cure for HIV-1 infection and patients may continue to experience illnesses associated with HIV-1 infection, including opportunistic infections. Patients should remain under the care of a physician when using PREZISTA. 

Patients should be advised to avoid doing things that can spread HIV-1 infection to others. 

*Do not share needles or other injection equipment. 
*Do not share personal items that can have blood or body fluids on them, like toothbrushes and razor blades. 
*Do not have any kind of sex without protection. Always practice safe sex by using a latex or polyurethane condom to lower the chance of sexual contact with semen, vaginal secretions, or blood. 

*Do not breastfeed. We do not know if PREZISTA can be passed to the baby through breast milk and whether it could harm the baby. Also, mothers with HIV-1 should not breastfeed because HIV-1 can be passed to the baby in the breast milk. 




העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב הועבר בדואר אלקטרוני בתאריך......03-June-2012......

( קיים עלון לרופא והוא מעודכן בהתאם.

( אסמכתא לבקשה:                                     

( השינוי הנ"ל אושר על ידי רשויות הבריאות:                                         
( אני, הרוקח הממונה של חברת _J-C health care___ מצהיר בזה כי אין שינויים נוספים בעלון.
                                                                                  _________________________

                                                                  חתימת הרוקח הממונה

בעלון לצרכן
 תאריך  ____03.06.12_____
שם תכשיר באנגלית___________Prezista 75, 150 __
מספר רישום144323299200 ,             144223295700, 
שם בעל הרישום_J-C Health care
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	
	
	

	
	………..

(X) תכשירים לטיפול בצהבת מסוג C (הפטיטיס C ) כגון טלפרוויר …………………….
(X) סיאזפריד (בעיות עיכול)
………….

	……………..

(X) תכשירים לטיפול בצהבת מסוג C (הפטיטיס C ) כגון טלפרוויר או בוספראביר
(X)  תרופה משולבת לטיפול במלריה ארטמטר/לומפנטרין 

…………………
(X) סיאזפריד (לטיפול בבעיות עיכול)
…………..


	תגובות בין תרופתיות
	
	

	
	
	.  (X) תופעות לוואי ותגובות בין תרופתיות בילדים ותינוקות : 
       על ההורים לדווח לרופא המטפל על כל תופעת לוואי וכן על כל תרופה נוספת הניתנת  לילד/ה !



העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב הועבר בדואר אלקטרוני בתאריך....03-June-2012...............

( קיים עלון לרופא והוא מעודכן בהתאם.

( אסמכתא לבקשה:                             
( השינוי הנ"ל אושר על ידי רשויות הבריאות:                                

( אני, הרוקח הממונה של חברת _J-C health care___ מצהיר בזה כי אין שינויים נוספים בעלון.
                                                                                  __________  ___________________

                                                                  חתימת הרוקח הממונה

בעלון לצרכן
 תאריך  ____03.06.12_____
שם תכשיר באנגלית___________Prezista 400, 600mg __
מספר רישום142123199900, 14213320000                
שם בעל הרישום_J-C Health care
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	
	
	

	
	………..

(X) תכשירים לטיפול בצהבת מסוג C (הפטיטיס C ) כגון טלפרוויר …………………….
(X) סיאזפריד (בעיות עיכול)
………….

	……………..

(X) תכשירים לטיפול בצהבת מסוג C (הפטיטיס C ) כגון טלפרוויר או בוספראביר
(X)  תרופה משולבת לטיפול במלריה ארטמטר/לומפנטרין 

…………………
(X) סיאזפריד (לטיפול בבעיות עיכול)
…………..


	תגובות בין תרופתיות
	
	


העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב הועבר בדואר אלקטרוני בתאריך....03-June-2012...............

( קיים עלון לרופא והוא מעודכן בהתאם.

( אסמכתא לבקשה:                             
( השינוי הנ"ל אושר על ידי רשויות הבריאות:                                

( אני, הרוקח הממונה של חברת _J-C health care___ מצהיר בזה כי אין שינויים נוספים בעלון.
                                         _____________________________
                                                                  חתימת הרוקח הממונה

