J-C Health Care Ltd.

S
g janssen )
Jotmronsfohmron

fax +972-9-958-3636

27-02-2023
n/17121 n/Nan

n/T101n/npn
Rezolsta ,NLD7IM :jITAN

ININ192] 112TUNN |ITIAY 1'WINN 7w 127X71 9N 01217uUn 12 D2v'TInY nwpan J-C Health Care Ltd n1an
.2023

4p-BY-24R2 DDHD] |NIDN LAWINY DDPL ,0ITNA [NIDA GDIAY LDPL) TWNANA D'VAIN DMIP'YN [IATUN 'DI9
.D'9011 DIIATY D' N, ( AINX VP12 WATIA NINNN DIINNRN DOPL AR

NP 'WINY NNYINADD NIfINNN

REZOLSTA is indicated in combination with other antiretroviral agents for the treatment of human
immunodeficiency virus (HIV 1) infection in treatment-naive and treatment-experienced adults with no
darunavir resistance-associated substitutions (V11I, V32I, L33F, 147V, 150V, I154L, 154M, T74P, L76V,
184V, L89V).

‘2w 200
Darunavir (as ethanolate) 800mg; Cobicistat 150 mg
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4.2 Posology and method of administration

Pacediatric population

The safety and efficacy of REZOLSTA in paediatric patients aged 3 to 11 years, or weighing
<40 kgl7-years. have not been established, no data are available. Rezolsta is not indicated for
paediatric patients aged 12 to 17 years (see sections 4.4 and 5.3). - Ne-data-are-available:
REZOLSTA should not be used in paediatric patients below 3 years of age because of safety
concerns (see sections 4.4 and 5.3).

4.4 Special warnings and precautions for use

4.6 Fertility, pregnancy and lactation

Breast-feeding
It is not known whether darunavir or cobicistat are excreted in human milk. Studies in rats

have demonstrated that darunavir is excreted in milk and at high levels (1,000 mg/kg/day)
resulted in toxicity of the offspring. Studies in animals have demonstrated that cobicistat is
excreted in milk. Because of beth-the-petential-for Hi\ transmission-and-the potential for

adverse reactions in breast-fed infants, methers-women should be instructed not to breast-feed

whderany-eirevmstanees-if they are receiving REZOLSTA.

In order to avoid transmission of HIV to the infant it is recommended that women living with
HIV do not breast-feed.

4.8 Undesirable effects

Adverse reactions with darunavir/cobicistat in adult patients

MedDRA system organ class Adverse reaction

Frequency category

Immune system disorders

Common (drug) hypersensitivity

Uncommon immune reconstitution inflammatory syndrome
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Metabolism and nutrition disorders

Common anorexia, hypercholesterolaemia,
hypertriglyceridaemia
diabetes mellitus, dyslipidaemia,
Uncommon hyperglycaemia, hyperlipidaemia
Psychiatric disorders
Common | abnormal dreams

Nervous system disorders

Very common

| headache

Gastrointestinal disorders

Very common
Common

Uncommon

diarrhoea, nausea

vomiting, abdominal pain, abdominal distension,
dyspepsia, flatulence
pancreatitis acute, pancreatic enzymes increased

Hepatobiliary disorders

Common

Uncommon

hepatic enzyme increased

hepatitis*, cytolytic hepatitis*

Skin and subcutaneous tissue disorders

Very common

Common

Uncommon

Rare

Not known

rash (including macular, maculopapular,
papular, erythematous, pruritic rash, generalised
rash, and allergic dermatitis)

pruritus

Stevens-Johnson syndrome”, angioedema,
urticaria

drug reaction with eosinophilia and systemic
symptoms*

toxic epidermal necrolysis*, acute generalised
exanthematous pustulosis*

Musculoskeletal and connective tissue disorders

Common myalgia

Uncommon osteonecrosis*®

Renal and urinary disorders

Rare | crystal nephropathy®*
Reproductive system and breast disorders

Uncommon | gynaecomastia™®

General disorders and administration site conditions

Common fatigue, asthenia
Investigations
Common | increased blood creatinine

* These adverse drug reactions have not been reported in clinical trial experience with darunavir/cobicistat but have
been noted with darunavir/ritonavir treatment and could be expected with darunavir/cobicistat too.

#

When also taking into account the clinical trial data of DRV/COBI/emtricitabine/tenofovir alafenamide,

Stevens-Johnson syndrome occurred rarely (in 1 out of 2,551 subjects) consistent with the DRV/rtv clinical trial

program (see Severe skin reactions in Section 4.4).
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S Adverse reaction identified in the post-marketing setting. Per the guideline on Summary of Product
Characteristics (Revision 2, September 2009), the frequency of this adverse reaction in the post-marketing

setting was determined using the "Rule of 3".

Paediatric population

The safety and efficacy of REZOLSTA in paediatric patients aged 3 to 11 years, or weighing
<40 kg, +7-years-hasve not been established, no data are available. Rezolsta- is not indicated
for paediatric patients aged 12 to 17 years (see sections 4.4 and 5.3).

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetics of REZOLSTA in paediatric patients aged 3 to 11 years, or weighing
<40 kg, have not been investigatedestablished, no data are available.. REZOLSTA is not
indicated in paediatric patients aged 12 to 17 years.
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