ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT
Darunavir Viatris 75 mg film-coated tablets
Darunavir Viatris 150 mg film-coated tablets
Darunavir Viatris 300 mg film-coated tablets
Darunavir Viatris 600 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Darunavir Viatris 75 mg film-coated tablets

Each film-coated tablet contains 75 mg of darunavir

Darunavir Viatris 150 mg film-coated tablets

Each film-coated tablet contains 150 mg of darunavi

Darunavir Viatris 300 mg film-coated tablets

Each film-coated tablet contains 300 mg of darunavi

Darunavir Viatris 600 mq film-coated tablets

Each film-coated tablet contains 600 mg of darunavi

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Darunavir Viatris 75 mq film-coated tablets

Film-coated tablet.
White to off-white, oval shaped, biconvex film-cedttablets approximately 9.7 mm by 4.6 mm,
debossed with ‘M’ on one side and ‘DV1' on the otide.

Darunavir Viatris 150 mq film-coated tablets

Film-coated tablet.
White to off-white, capsule shaped, biconvex filoated tablets approximately 12.75 mm by 6.3 mm
debossed with ‘M’ on one side and ‘DV2’ on the otbiele.

Darunavir Viatris 300 mq film-coated tablets

Film-coated tablet.
White to off-white, oval shaped, biconvex film cedtablets approximately 16.5 mm by 8.2 mm,
debossed with 'M' on one side of the tablet andB'@v other side.

Darunavir Viatris 600 mq film-coated tablets

Film-coated tablet.
White to off-white, oval shaped, biconvex film-cedttablets approximately 21.2 mm by 10.6 mm,
debossed with ‘M’ on one side and ‘DV5’ on the othigle.



4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Darunavir, co-administered with low dose ritonasimdicated in combination with other
antiretroviral medicinal products for the treatmehpatients with human immunodeficiency virus
(HIV-1) infection (see section 4.2).

Darunavir Viatris 75 mg, 150 mg, 300 mg and 600taidets may be used to provide suitable dose

regimens (see section 4.2):

° For the treatment of HIV-1 infection in antiretn@al treatment (ART)-experienced adult
patients, including those that have been highlytpgated.

° For the treatment of HIV-1 infection in paediatpatients from the age of 3 years and at least
15 kg body weight.

In deciding to initiate treatment with darunaviradministered with low dose ritonavir, careful
consideration should be given to the treatmenbtysif the individual patient and the patterns of
mutations associated with different agents. Genotypphenotypic testing (when available) and
treatment history should guide the use of darun@eie sections 4.2, 4.4 and 5.1).

4.2 Posology and method of administration

Therapy should be initiated by a healthcare provedgerienced in the management of HIV infection.
After therapy with darunavir has been initiatedjqreis should be advised not to alter the dosamge d
form or discontinue therapy without discussing withir healthcare provider.

Posology

Darunavir Viatris must always be given orally wlithiv dose ritonavir as a pharmacokinetic enhancer
and in combination with other antiretroviral medal products. The Summary of Product
Characteristics of ritonavir must, therefore, bastdted prior to initiation of therapy with darurrav

ART-experienced adult patients

The recommended dose regimen is 600 mg twice thlign with ritonavir 100 mg twice daily taken
with food. Darunavir Viatris 75 mg, 150 mg, 300 augd 600 mg tablets can be used to construct the
twice daily 600 mg regimen.

The use of 75 mg and 150 mg tablets to achievest@mmended dose is appropriate when there is a
difficulty in swallowing the 300 mg or 600 mg tatdeBefore prescribing darunavir tablets, young
children should be assessed for the ability to lemaintact tablets. For young children unable to
swallow tablets, more suitable formulations contagrdarunavir should be checked for their
availability.

ART-naive adult patients
For dosage recommendations in ART-naive patiergstse Summary of Product Characteristics for
Darunavir Viatris 400 mg and 800 mg tablets.

ART-naive paediatric patients (3 to 17 years of age weighing at least 15 kg)
The weight-based dose of darunavir and ritonavizraiediatric patients is provided in the table below



Recommended dose for treatment-naive paediatric pants (3 to 17 years) with darunavir
tablets and ritonavir®

Dose (once daily with food)

600 mg darunavir/100 mg ritonavir once d

675 mgdarunavir/100 mg ritonavir once de

800 mg darunavir/100 mg ritonavir once d

Body weight (kg)

>15 kg to <30 k
>30kgto<40k

> 40 k¢

aritonavir oral solution: 80 mg/mi

ART-experienced paediatric patients (3 to 17 yed@wsge and weighing at least 15 kQg)
Darunavir twice daily taken with ritonavir takentiwfood is usually recommended.

A once daily dose regimen of darunavir taken witiniavir taken with food may be used in patients
with prior exposure to antiretroviral medicinal duets but without darunavir resistance associated
mutations (DRV-RAMs)* and who have plasma HIV-1 RHRA00,000 copies/ml and CD4+ cell

count> 100 cells x 16L.
* DRV-RAMs: V111, V32I, L33F, 147V, 150V, I54M, I54LT74P, L76V, 184V and L89V

The weight-based dose of darunavir and ritonavizraiediatric patients is provided in the table below
The recommended dose of darunavir with low dosaaitir should not exceed the recommended
adult dose (600/100 mg twice daily or 800/100 mgeodaily).

Recommended dose for treatment-experienced paediatmpatients (3 to 17 years) with darunavir
tablets and ritonavir?

Body weight (kg)

Dose (once daily with food)

Doséwice daily with food)

> 15 kg—< 30 kg

600 mg darunavir/100 mg ritonavir
once dail

375 mg darunavir/50 mg ritonavir
twice daily

675 mg darunavir/100 mg ritonavir

450 mg darunavir/60 mg ritonavir

> 30 kg—< 40 kg

once dail twice daily
> 40 kg 800 mg darunavir/100 mg ritonavir | 600 mg darunavir/100 mg ritonavir
once dail twice daily

aritonavir oral solution: 80 mg/mi

For ART-experienced paediatric patients HIV genmmyesting is recommended. However, when HIV
genotypic testing is not feasible, the darunatavravir once daily dosing regimen is recommended in
HIV protease inhibitor-naive paediatric patientd #me twice daily dosing regimen is recommended in
HIV protease inhibitor-experienced patients.

Advice on missed doses

In case a dose of darunavir and/or ritonavir issedlswithin 6 hours of the time it is usually taken,
patients should be instructed to take the prestritzse of darunavir and ritonavir with food as soon
as possible. If this is noticed later than 6 haitsr the time it is usually taken, the missed ddsmuld
not be taken and the patient should resume thd desimg schedule.

This guidance is based on the 15 hour half-lifdarfunavir in the presence of ritonavir and the
recommended dosing interval of approximately 12r&iou

If a patient vomits within 4 hours of taking the diwne, another dose of Darunavir Viatris with
ritonavir should be taken with food as soon asiptsdf a patient vomits more than 4 hours after
taking the medicine, the patient does not needke another dose of Darunavir Viatris with ritomavi
until the next regularly scheduled time.

Special populations

Elderly
Limited information is available in this populaticend therefore, darunavir should be used with
caution in this age group (see sections 4.4 arjd 5.2



Hepatic impairment

Darunavir is metabolised by the hepatic systemdbke adjustment is recommended in patients with
mild (Child-Pugh Class A) or moderate (Child-PudhsS B) hepatic impairment, however, darunavir
should be used with caution in these patients. INompacokinetic data are available in patients with
severe hepatic impairment. Severe hepatic impairoarid result in an increase of darunavir
exposure and a worsening of its safety profile.réfoge, darunavir must not be used in patients with
severe hepatic impairment (Child-Pugh Class C) ¢setons 4.3, 4.4 and 5.2).

Renal impairment
No dose adjustment is required in patients witlakénpairment (see sections 4.4 and 5.2).

Paediatric population

Darunavir/ritonavir should not be used in childwth a body weight of less than 15 kg as the dose
for this population has not been established inficeent number of patients (see section 5.1).
Darunavir/ritonavir should not be used in childbestow 3 years of age because of safety concerns
(see sections 4.4 and 5.3).

The weight-based dose regimen for darunavir andaitir is provided in the tables above.
Pregnancy and postpartum

No dose adjustment is required for darunavir/ritdnduring pregnancy and postpartum.
Darunavir/ritonavir should be used during pregnamy if the potential benefit justifies the potiaht
risk (see sections 4.4, 4.6 and 5.2).

Method of administration

Patients should be instructed to take Darunavitrigiavith low dose ritonavir within 30 minutes afte
completion of a meal. The type of food does notafthe exposure to darunavir (see sections 464, 4.
and 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to afiyre excipients listed in section 6.1.

Patients with severe (Child-Pugh Class C) hepatjmirment.

Combination of rifampicin with darunavir with comadant low dose ritonavir (see section 4.5).
Co-administration with the combination product logotir/ritonavir (see section 4.5).

Co-administration with herbal preparations contagrst John's wortHypericum perforatuin(see
section 4.5).

Co-administration of darunavir with low dose riteitawith active substances that are highly
dependent on CYP3A for clearance and for whichatbgl plasma concentrations are associated with
serious and/or life-threatening events. These aatilbstances include e.qg.:

- alfuzosin

- amiodarone, bepridil, dronedarone, ivabradine,idine, ranolazine

- astemizole, terfenadine

- colchicine when used in patients with renal anti&patic impairment (see section 4.5)
- ergot derivatives (e.g. dihydroergotamine, ergometrergotamine, methylergonovine)
- elbasvir/grazoprevir

- cisapride

- dapoxetine

- domperidone

- naloxegol

- lurasidone, pimozide, quetiapine, sertindole (&atien 4.5)



- triazolam, midazolam administered orally (for canton parenterally administered midazolam,
see section 4.5)

- sildenafil - when used for the treatment of pulmrgreaterial hypertension, avanafil

- simvastatin, lovastatin and lomitapide (see sectiéiy

- ticagrelor (see section 4.5).

4.4  Special warnings and precautions for use

Regular assessment of virological response is advls the setting of lack or loss of virological
response, resistance testing should be performed.

Darunavir must always be given orally with low dogenavir as a pharmacokinetic enhancer and in
combination with other antiretroviral medicinal grzts (see section 5.2). The Summary of Product
Characteristics of ritonavir as appropriate, mhstéfore be consulted prior to initiation of therap
with darunavir.

Increasing the dose of ritonavir from that recomdeehin section 4.2 did not significantly affect
darunavir concentrations. It is not recommendealter the dose of ritonavir.

Darunavir binds predominantly ta-acid glycoprotein. This protein binding is congetibn-
dependent indicative for saturation of binding. rfBfiere, protein displacement of medicinal products
highly bound tax-acid glycoprotein cannot be ruled out (see sectibh

ART-experienced patients - once daily dosing

Darunavir used in combination with cobicistat owldose ritonavir once daily in ART-experienced
patients should not be used in patients with ormaae darunavir resistance associated mutations
(DRV-RAMS) or HIV-1 RNA> 100,000 copies/ml or CD4+ cell count < 100 cellk¥L (see
section 4.2). Combinations with optimised backgubtegimen (OBRs) other than2 NRTIs have
not been studied in this population. Limited dataavailable in patients with HIV-1 clades otharth
B (see section 5.1).

Paediatric population

Darunavir is not recommended for use in paedig@itents below 3 years of age or less than 15 kg
body weight (see sections 4.2 and 5.3).

Pregnancy

Darunavir/ritonavir should be used during pregnamadly if the potential benefit justifies the poteht
risk. Caution should be used in pregnant women gaticomitant medications which may further
decrease darunavir exposure (see sections 4.52nd 5

Elderly

As limited information is available on the use afuhavir in patients aged 65 and over, caution
should be exercised in the administration of davitna elderly patients, reflecting the greater
frequency of decreased hepatic function and of @mitant disease or other therapy (see sections 4.2
and 5.2).

Severe skin reactions

During the darunavir/ritonavir clinical developmgmbgram (N=3,063), severe skin reactions, which
may be accompanied with fever and/or elevatiortsamisaminases, have been reported in 0.4% of
patients. DRESS (Drug Rash with Eosinophilia anst&yic Symptoms) and Stevens-Johnson
syndrome has been rarely (< 0.1%) reported, andgipost-marketing experience toxic epidermal
necrolysis and acute generalised exanthematouslpsisthave been reported. Darunavir should be



discontinued immediately if signs or symptoms afese skin reactions develop. These can include,
but are not limited to, severe rash or rash accoiedey fever, general malaise, fatigue, muscle or
joint aches, blisters, oral lesions, conjunctiyitispatitis and/or eosinophilia.

Rash occurred more commonly in treatment-experipatients receiving regimens containing
darunavir/ritonavir + raltegravir compared to patgereceiving darunavir/ritonavir without raltegirav
or raltegravir without darunavir (see section 4.8).

Darunavir contains a sulphonamide moiety. Darundiatris should be used with caution in patients
with a known sulphonamide allergy.

Hepatotoxicity

Drug-induced hepatitis (e.g. acute hepatitis, gytohepatitis) has been reported with darunavir.
During the darunavir/ritonavir clinical developmgmbgram (N=3,063), hepatitis was reported in
0.5% of patients receiving combination antiretraltherapy with darunavir/ritonavir. Patients with
pre-existing liver dysfunction, including chronictae hepatitis B or C, have an increased risk for
liver function abnormalities including severe ardemtially fatal hepatic adverse reactions. In adse
concomitant antiviral therapy for hepatitis B orpglzase refer to the relevant product informatiam f
these medicinal products.

Appropriate laboratory testing should be condugiéar to initiating therapy with darunavir/ritonavi
and patients should be monitored during treatmeateased AST/ALT monitoring should be
considered in patients with underlying chronic hisacirrhosis, or in patients who have pre-
treatment elevations of transaminases, especiatipglthe first several months of darunavir/ritoimav
treatment.

If there is evidence of new or worsening liver dyxftion (including clinically significant elevaticof
liver enzymes and/or symptoms such as fatigue eximrnausea, jaundice, dark urine, liver
tenderness, hepatomegaly) in patients using daidrm@wavir, interruption or discontinuation of
treatment should be considered promptly.

Patients with coexisting conditions

Hepatic impairment

The safety and efficacy of darunavir have not bestablished in patients with severe underlyinglive
disorders and darunavir is therefore contraindecatepatients with severe hepatic impairment. Que t
an increase in the unbound darunavir plasma coratents, darunavir should be used with caution in
patients with mild or moderate hepatic impairmesae(sections 4.2, 4.3 and 5.2).

Renal impairment

No special precautions or dose adjustments fomdait/ritonavir are required in patients with renal
impairment. As darunavir and ritonavir are highbuhd to plasma proteins, it is unlikely that they
will be significantly removed by haemodialysis @riponeal dialysis. Therefore, no special
precautions or dose adjustments are required setpatients (see sections 4.2 and 5.2).

Haemophiliac patients

There have been reports of increased bleedingidimg spontaneous skin haematomas and
haemarthrosis in patients with haemophilia typend B treated with Pls. In some patients additional
factor VIII was given. In more than half of the cgfed cases, treatment with Pls was continued or
reintroduced if treatment had been discontinuedadésal relationship has been suggested, although
the mechanism of action has not been elucidateemidphiliac patients should, therefore, be made
aware of the possibility of increased bleeding.

Weight and metabolic parameters
An increase in weight and in levels of blood lipatsd glucose may occur during antiretroviral
therapy. Such changes may in part be linked taadeseontrol and life style. For lipids, there is in



some cases evidence for a treatment effect, whilev€ight gain there is no strong evidence relating
this to any particular treatment. For monitoringotifod lipids and glucose reference is made to
established HIV treatment guidelines. Lipid disesdghould be managed as clinically appropriate.

Osteonecrosis

Although the aetiology is considered to be multda@l (including corticosteroid use, alcohol
consumption, severe immunosuppression, higher brabs index), cases of osteonecrosis have been
reported particularly in patients with advanced Hligease and/or long-term exposure to combination
antiretroviral therapy (CART). Patients should beised to seek medical advice if they experience
joint aches and pain, joint stiffness or difficuitymovement.

Immune reconstitution inflammatory syndrome

In HIV infected patients with severe immune defig at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory réan to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinicaltcmm] or aggravation of symptoms. Typically,
such reactions have been observed within theviiegtks or months of initiation of CART. Relevant
examples are cytomegalovirus retinitis, generalessdfor focal mycobacterial infections and
pneumonia caused IBneumocystis jirovec{formerly known ag?neumocystis carinii Any
inflammatory symptoms should be evaluated andrtreat instituted when necessary. In addition,
reactivation of herpes simplex and herpes zostebban observed in clinical studies with darunavir
co-administered with low dose ritonavir.

Autoimmune disorders (such as Graves’ disease @ii@anune hepatitis) have also been reported to
occur in the setting of immune reactivation; howetee reported time to onset is more variable and
these events can occur many months after initiafareatment (see section 4.8).

Interactions with medicinal products

Several of the interaction studies have been paddrwith darunavir at lower than recommended
doses. The effects on co-administered medicinaymts may thus be underestimated and clinical
monitoring of safety may be indicated. For fulldrhation on interactions with other medicinal
products see section 4.5.

Efavirenz in combination with boosted darunavir@udaily may result in sub-optimal darunaviiC
If efavirenz is to be used in combination with dzavwir, the darunavir/ritonavir 600/100 mg twice
daily regimen should be used (see section 4.5).

Life-threatening and fatal drug interactions haeerbreported in patients treated with colchicing an
strong inhibitors of CYP3A and P-glycoprotein (P-gpe sections 4.3 and 4.5).

Darunavir Viatris contains sodium

Darunavir Viatris 75 mg, 150 mg, 300 mg and 600fitmg-coated tablets contain less than 1 mmol
sodium (23 mg) per dose, that is to say essent&ilyium-free’.

4.5 Interaction with other medicinal products and aher forms of interaction
Interaction studies have only been performed iritadu

Medicinal products that may be affected by darunbeosted with ritonavir

Darunavir and ritonavir are inhibitors of CYP3A, D6 and P-gp. Co-administration of darunavir/
ritonavir with medicinal products primarily metatsagld by CYP3A and/or CYP2D6 or transported by
P-gp may result in increased systemic exposurad smedicinal products, which could increase or
prolong their therapeutic effect and adverse reasti



Co-administration of darunavir/ritonavir with drutigt have active metabolite(s) formed by CYP3A
may result in reduced plasma concentrations oktheive metabolite(s), potentially leading to los
their therapeutic effect (see the Interaction télslew).

Darunavir co-administered with low dose ritonaviighnot be combined with medicinal products that
are highly dependent on CYP3A for clearance anavfoch increased systemic exposure is associated
with serious and/or life-threatening events (nartb@rapeutic index) (see section 4.3).

The overall pharmacokinetic enhancement effecitbpavir was an approximate 14-fold increase in
the systemic exposure of darunavir when a singse @é 600 mg darunavir was given orally in
combination with ritonavir at 100 mg twice dailyhérefore, darunavir must only be used in
combination with low dose ritonavir as a pharmanekc enhancer (see sections 4.4 and 5.2).

A clinical study utilising a cocktail of medicinpfoducts that are metabolised by cytochromes
CYP2C9, CYP2C19 and CYP2D6 demonstrated an inciagd8¥P2C9 and CYP2C19 activity and
inhibition of CYP2D6 activity in the presence ofrdaavir/ritonavir, which may be attributed to the
presence of low dose ritonavir. Co-administratibdarunavir and ritonavir with medicinal products
which are primarily metabolised by CYP2D6 (suclilesainide, propafenone, metoprolol) may result
in increased plasma concentrations of these medipnoducts, which could increase or prolong their
therapeutic effect and adverse reactions. Co-adtraion of darunavir and ritonavir with medicinal
products primarily metabolised by CYP2C9 (such agfavin) and CYP2C19 (such as methadone)
may result in decreased systemic exposure to sedicmal products, which could decrease or
shorten their therapeutic effect.

Although the effect on CYP2C8 has only been studheditro, co-administration of darunavir and
ritonavir and medicinal products primarily metabeli by CYP2C8 (such as paclitaxel, rosiglitazone,
repaglinide) may result in decreased systemic expgoso such medicinal products, which could
decrease or shorten their therapeutic effect.

Ritonavir inhibits the transporters P-glycoprotédATP1B1 and OATP1B3, and co-administration
with substrates of these transporters can resinicheased plasma concentrations of these compounds
(e.g. dabigatran etexilate, digoxin, statins anselntan; see the Interaction table below).

Medicinal products that affect darunavir/ritonakposure

Darunavir and ritonavir are metabolised by CYP3Adiginal products that induce CYP3A activity
would be expected to increase the clearance ohdsanuand ritonavir, resulting in lowered plasma
concentrations of darunavir and ritonavir (e.campicin, St John’s wort, lopinavir).

Co-administration of darunavir and ritonavir anbestmedicinal products that inhibit CYP3A may
decrease the clearance of darunavir and ritonadimaay result in increased plasma concentrations of
darunavir and ritonavir (e.g. indinavir, azole ampals like clotrimazole). These interactions are
described in the interaction table below.

Interaction table

Interactions between darunavir/ritonavir and amirgral and non-antiretroviral medicinal products
are listed in the table below. The direction of @inew for each pharmacokinetic parameter is based
on the 90% confidence interval of the geometricm@dio being within£), below () or above )

the 80-125% range (not determined as “ND”).

Several of the interaction studies (indicated loy the table below) have been performed at lowan th
recommended doses of darunavir or with a diffedesing regimen (see section 4.2 Posology). The
effects on co-administered medicinal products rhag be underestimated and clinical monitoring of
safety may be indicated.

The below list of examples of drug -drug interagtids not comprehensive and therefore the label of
each drug that is co-administered with darunavaughbe consulted for information related to the



route of metabolism, interaction pathways, potémisis, and specific actions to be taken with rdga

to co-administration.

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

HIV ANTIRETROVIRALS

Integrase strand transfer inhibitors

Dolutegravir

dolutegravir AUQ 22% dolutegravir
Caan | 38% dolutegravir Gax | 11%
darunavire*

* Using cross-study comparisons to
historical pharmacokinetic d:

Darunavir co-administered with loy
dose ritonavir and dolutegravir can
be used without dose adjustment.

Raltegravir

Some clinical studies suggest
raltegravir may cause a modest
decrease in darunavir plasma
concentrations.

At present the effect of raltegravir
on darunavir plasma concentrations
does not appear to be clinically
relevant. Darunavir co-administere
with low dose ritonavir and
raltegravir can be used without dose
adjustment:

o

Nucleo(s/t)ide reverse transcriptase inhibitors (NR)

Didanosine
400 mg once daily

didanosine AUCQ 9%
didanosine Gin ND
didanosine Gax| 16%
darunavir AUC—
darunavir Gin <
darunavir Gax <

Darunavir co-administered with low
dose ritonavir and didanosine can
be used without dose adjustments|.
Didanosine is to be administered an
an empty stomach, thus it should be
administered 1 hour before or 2
hours after darunavir/ritonavir give|
with food

=

Tenofovir disoproxil
245 mg once daily

tenofovir AUCT 22%

tenofovir Guin 1 37%

tenofovir Gnax 1 24%

*darunavir AUCT 21%
*darunavir Gin T 24%

“darunavir Gax T 16%

(1 tenofovir from effect on MDR-1
transport in the renal tubules)

Monitoring of renal function may
be indicated when darunavir co-
administered with low dose
ritonavir is given in combination
with tenofovir disoproxil,
particularly in patients with
underlying systemic or renal
disease, or in patients taking
nephrotoxic agent

Emtricitabine/tenofovir

Tenofovir alafenamide-

The recommended dose of

U

o

alafenamide Tenofovirt emtricitabine/tenofovir alafenamids
is 200/10 mg once daily when use
with darunavir with low dose
ritonavir,

Abacavir Not studied. Based on the different | Darunavir co-administered with low

Emtricitabine elimination pathways of the other dose ritonavir can be used with

Lamivudine NRTIs zidovudine, emtricitabine, these NRTIs without dose

Stavudine stavudine, lamivudine, that are adjustment.

Zidovudine primarily renally excreted, and

abacavir for which metabolism is not
mediated by CYP450, no interactiong
are expected for these medicinal
compounds and darunavir co-

administered with low dose ritona

10



INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Non-nucleo(s/t)ide reverse transcriptase inhibitagfdNRTIs)

Efavirenz
600 mg once daily

efavirenz AUCT 21%

efavirenz Gin 1 17%

efavirenz Gax 1 15%

*darunavir AUC | 13%

*darunavir Gin | 31%

darunavir Gax | 15%

(1 efavirenz from CYP3A inhibition)
(J darunavir from CYP3A induction)

Clinical monitoring for central
nervous system toxicity associateq
with increased exposure to
efavirenz may be indicated when
darunavir co-administered with low
dose ritonavir is given in
combination with efavirenz.

Efavirenz in combination with
darunavir/ritonavir 800/100 mg
once daily may result in sub-
optimal darunavir Gin. If efavirenz
is to be used in combination with
darunavir/ritonavir, the
darunavir/ritonavir 600/100 mg
twice daily regimen should be use
(see section 4.4).

Etravirine
100 mg twice daily

etravirine AUC | 37%
etravirine Gin | 49%
etravirine Guax | 32%
darunavir AUC?T 15%

darunavir Gin <>
darunavir (may <>

Darunavir co-administered with loy
dose ritonavir and etravirine 200 m
twice daily can be used without
dose adjustments.

Nevirapine
200 mg twice daily

nevirapine AUCt 27%

nevirapine Gin 1 47%

nevirapine Gaxt 18%

#darunavir: concentrations were
consistent with historical data

(1 nevirapine from CYP3A inhibitiol

Darunavir co-administered with loy
dose ritonavir and nevirapine can
used without dose adjustments.

pe

Rilpivirine
150 mg once daily

rilpivirine AUC 1 130%
rilpivirine Crin T 178%
rilpivirine Cmax 1 79%
darunavir AUC—
darunavir Gin § 11%
darunavir (may <>

Darunavir co-administered with loy
dose ritonavir and rilpivirine can bg
used without dose adjustments.

HIV Protease inhibitors (PIs) - without additionato-administration o

f low dose ritonavir

Atazanavir
300 mg once daily

atazanavir AUG-
atazanavir Gin 1 52%
atazanavir Gax | 11%
#darunavir AUC—
#darunavir Gin <
fdarunavir Gax <

Atazanavir: comparison of
atazanavir/ritonavir 300/100 mg once
daily vs. atazanavir 300 mg once dail
in combination with darunavir/ritonavi
400/100 mg twice daily.

Darunavir: comparison of
darunavir/ritonavir 400/100 mg twice
daily vs. darunavir/ritonavir

400/100 mg twice daily in combinatio

Darunavir co-administered with loy
dose ritonavir and atazanavir can
used without dose adjustments.

pe

with atazanavir 300 mg once da
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Indinavir
800 mg twice daily

indinavir AUC T 23%
indinavir Gnin T 125%
indinavir Gyax <

*darunavir AUCT 24%
*darunavir Gin 1 44%
*darunavir Gax T 11%

Indinavir: comparison of
indinavir/ritonavir 800/100 mg twice
daily vs. indinavir/darunavir/ritonavir
800/400/100 mg twice daily.
Darunavir: comparison of
darunavir/ritonavir 400/100 mg twice
daily vs. darunavir/ritonavir

400/100 mg in combination with
indinavir 800 mg twice dail

When used in combination with
darunavir co-administered with low
dose ritonavir, dose adjustment of
indinavir from 800 mg twice daily
to 600 mg twice daily may be
warranted in case of intolerance.

Saquinavir
1,000 mg twice daily

*darunavir AUC | 26%
*darunavir Gin | 42%
“darunavir Gax | 17%
saquinavir AUC| 6%
saquinavir Gin | 18%
saquinavir Gax | 6%

Saquinavir: comparison of
saquinavir/ritonavir 1,000/100 mg
twice daily vs.
saquinavir/darunavir/ritonavir
1,000/400/100 mg twice daily.
Darunavir: comparison of
darunavir/ritonavir 400/100 mg twice
daily vs. darunavir/ritonavir

400/100 mg in combination with
saquinavir 1,000 mg twice dai

It is not recommended to combine
darunavir co-administered with low
dose ritonavir with saquinavir.

HIV Protease inhibitors (PIs) - with co-administradn of low dose ritonavit

Lopinavir/ritonavir 400/100
mg twice daily

Lopinavir/ritonavir
533/133.3 mg twice daily

lopinavir AUC T 9%
lopinavir Gnin T 23%
lopinavir Gnax 4 2%
darunavir AUC | 38%
darunavir Gin | 51%
darunavir Gax | 21%
lopinavir AUC &
lopinavir Gnin T 13%
lopinavir Grax T 11%
darunavir AUC| 41%
darunavir Gin | 55%
darunavir Gax { 21%

* based upon non dose normalised
value:

Due to a decrease in the exposure
(AUC) of darunavir by 40%,
appropriate doses of the
combination have not been
established. Hence, concomitant U
of darunavir co-administered with
low dose ritonavir and the
combination product
lopinavir/ritonavir is
contraindicated (see section 4.3).

CCR5 ANTAGONIST

Maraviroc
150 mg twice daily

maraviroc AUCt 305%

maraviroc Giin ND

maraviroc Gax 1 129%

darunavir, ritonavir concentrations
were consistent with historical d

The maraviroc dose should be
150 mg twice daily when co-
administered with darunavir with
low dose ritonavir.

a1l-ADRENORECEPTOR ANTAGONIST
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Alfuzosin

Based on theoretical considerations
darunavir is expected to increase
alfuzosin plasma concentrations.
(CYP3A inhibition

Co-administration of darunavir with
low dose ritonavir and alfuzosin is
contraindicated (see section 4.3).

ANAESTHETIC

Alfentanil

Not studied. The metabolism of
alfentanil is mediated via CYP3A, ang
may as such be inhibited by darunavi
co-administered with low dose
ritonavir.

The concomitant use with darunavir

1 and low dose ritonavir may require

r to lower the dose of alfentanil and
requires monitoring for risks of
prolonged or delayed respiratory

depressiol

ANTIANGINA/ANTIARRHY

THMIC

Disopyramide

Not studied. Darunavir is expected

t&Caution is warranted and

Flecainide increase these antiarrhythmic plasmierapeutic concentration
Lidocaine concentrations. monitoring, if available, is
(systemic) (CYP3A and/or CYP2D6 inhibition) | recommended for these
Mexiletine antiarrhythmics when co-
Propafenone administered with darunavir with
low dose ritonavir.
Amiodarone Darunavir co-administered with loy
Bepridil dose ritonavir and amiodarone,
Dronedarone bepridil, dronedarone, ivabradine,
Ivabradine, quinidine, or ranolazine is
Quinidine contraindicated (see section 4.3).
Ranolazin
Digoxin digoxin AUC 1 61% Given that digoxin has a narrow

0.4 mg single dose

digoxin Gyin ND

digoxin Gnaxt 29%

(1 digoxin from probable inhibition of
P-gp)

therapeutic index, it is
recommended that the lowest
possible dose of digoxin should
initially be prescribed in case
digoxin is given to patients on
darunavir/ritonavir therapy. The
digoxin dose should be carefully
titrated to obtain the desired clinical
effect while assessing the overall
clinical state of the subje

ANTIBIOTIC

Clarithromycin 500 mg
twice daily

clarithromycin AUCt 57%
clarithromycin Gin 1 174%
clarithromycin Gaxt 26%
*darunavir AUC | 13%

*darunavir Gin 1 1%
*darunavir Gax | 17%

14-OH-clarithromycin concentrations
were not detectable when combined
with darunavir/ritonavir.

(1 clarithromycin from CYP3A
inhibition and possible-gp inhibition’

Caution should be exercised when
clarithromycin is combined with
darunavir co-administered with low
dose ritonavir.

For patients with renal impairment
the Summary of Product
Characteristics for clarithromycin
should be consulted for the
recommended dose.

ANTICOAGULANT/PLATELET AGGREGATION INHIBITOR

Apixaban
Rivaroxaban

Not studied. Co-administration of
boosted darunavir with these
anticoagulants may increase
concentrations of the anticoagulant.
(CYP3A and/or P-gp inhibition).

The use of boosted darunavir with
direct anticoagulant (DOAC) that i
metabolized by CYP3A4 and
transported by P-gp is not
recommended as this may lead to
increased bleeding ris

an
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Dabigatran etexilate
Edoxaban

dabigatran etexilate (150 mg):
darunavir/ritonavir 800/100 mg
single dose:

dabigatran AUC 72%
dabigatran Cmax 64%

darunavir/ritonavir 800/100 mg
once dalily:

dabigatran AUC 18%
dabigatran Cma?t 22%

Darunavir/ritonavir:

Clinical monitoring and/or dose
reduction of the DOAC should be
considered when a DOAC
transported by P-gp but not
metabolised by CYP3A4, including
dabigatran etexilate and edoxaban
is co-administered with
Darunavir/rtv.

Ticagrelor Based on theoretical considerations,| Concomitant administration of
co-administration of boosted darunavirboosted darunavir with ticagrelor i
with ticagrelor may increase contraindicated (see section 4.3).
concentrations of ticagrelor (CYP3A
and/or P-glycoprotein inhibition).

Clopidogrel Not studied. Co-administration of Co-administration of clopidogrel
clopidogrel with boosted darunavir is| with boosted darunavir is not
expected to decrease clopidogrel activeecommended.
metabolite plasma concentration,
which may reduce the antiplatelet Use of other antiplatelets not
activity of clopidogrel. affected by CYP inhibition or

induction (e.g. prasugrel) is
recommende:

Warfarin Not studied. Warfarin concentrations| It is recommended that the

may be affected when co-administere
with darunavir with low dose ritonavir

dnternational normalised ratio (INR
be monitored when warfarin is
combined with darunavir co-
administered with low dose
ritonavir,

ANTICONVULSANTS

Phenobarbital
Phenytoin

Not studied. Phenobarbital and
phenytoin are expected to decrease
plasma concentrations of darunavir a
its pharmacoenhancer.

(induction of CYP450 enzyme

Darunavir co-administered with loy
dose ritonavir should not be used
ndombination with these medicines

5 <

Carbamazepine
200 mg twice daily

carbamazepine AUC 45%
carbamazepine fn T 54%
carbamazepine fax T 43%
darunavir AUC—
darunavir Gin | 15%

darunavir Gax <>

No dose adjustment for
darunavir/ritonavir is
recommended. If there is a need t
combine darunavir/ritonavir and
carbamazepine, patients should bg
monitored for potential
carbamazepine-related adverse
events. Carbamazepine
concentrations should be monitore
and its dose should be titrated for
adequate response.

Based upon the findings, the
carbamazepine dose may need to
reduced by 25% to 50% in the
presence of darunavir/ritona

D

v

be

Clonazepam

Not studied. Co-administration of
boosted darunavir with clonazepam
may increase concentrations of

Clinical monitoring is
recommended when co-
administering boosted darunavir

clonazepam. (CYP3A inhibitio

with clonazepan
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

ANTIDEPRESSANTS

Paroxetine
20 mg once daily

Sertraline
50 mg once daily

Amitriptyline
Desipramine
Imipramine
Nortriptyline
Trazodon

paroxetine AUC| 39%
paroxetine Gin | 37%
paroxetine Gax | 36%
#darunavir AUC—
#darunavir Gin <
fdarunavir (may <
sertraline AUC| 49%
sertraline Gin | 49%
sertraline Gax | 44%
#darunavir AUC—
*darunavir Gin | 6%
fdarunavir Giax <>

Concomitant use of darunavir co-
administered with low dose ritonavir
and these antidepressants may incre
concentrations of the antidepressant.
(CYP2D6 and/or CYP3A inhibitio

If antidepressants are co-
administered with darunavir with
low dose ritonavir, the
recommended approach is a dose
titration of the antidepressant base
on a clinical assessment of
antidepressant response. In additi
patients on a stable dose of these
antidepressants who start treatme
with darunavir with low dose
ritonavir should be monitored for
antidepressant response.

Clinical monitoring is
recommended when co-
administering darunavir with low
dose ritonavir with these
Lddtidepressants and a dose
adjustment of the antidepressant
may be needed.

on,

nt

ANTIEMETICS

Domperidone

Not studied.

Co-administration of dorigmne
with boosted darunavir is
contraindicate

ANTIFUNGALS

Voriconazole

Not studied. Ritonavir may decrease
plasma concentrations of voriconazol
(induction of CYP450 enzymes)

Voriconazole should not be
ecombined with darunavir co-
administered with low dose
ritonavir unless an assessment of
the benefit/risk ratio justifies the ug
of voriconazole

e

Fluconazole
Isavuconazole
ltraconazole
Posaconazole

Clotrimazole

Not studied. Darunavir may increase
antifungal plasma concentrations and
posaconazole, isavuconazole,
itraconazole, or fluconazole may
increase darunavir concentrations.
(CYP3A and/or P-gp inhibition)

Not studied. Concomitant systemic us
of clotrimazole and darunavir co-
administered with low dose ritonavir
may increase plasma concentrations
darunavir and/or clotrimazole.
Darunavir AUGan 1 33% (based on

Caution is warranted and clinical
monitoring is recommended. Whe
co-administration is required the
daily dose of itraconazole should
not exceed 200 mg.

5E

N

population pharmacokinetic mod
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

ANTIGOUT MEDICINES

Colchicine

Not studied. Concomitant use of
colchicine and darunavir co-
administered with low dose ritonavir
may increase the exposure to
colchicine.

(CYP3A and/ or P-gp inhibition)

A reduction in colchicine dosage o
an interruption of colchicine
treatment is recommended in
patients with normal renal or
hepatic function if treatment with
darunavir co-administered with low
dose ritonavir is required. For
patients with renal or hepatic
impairment colchicine with
darunavir co-administered with low
dose ritonavir is contraindicated
(see sections 4.3 and 4

=

ANTIMALARIALS

Artemether/Lumefantrine
80/480 mg, 6 doses at 0, 8,
24, 36, 48, and 60 hours

artemether AUQ 16%
artemether Gin <

artemether Gax | 18%
dihydroartemisinin AUQ 18%
dihydroartemisinin Gin <
dihydroartemisinin Gax | 18%
lumefantrine AUCt 175%
lumefantrine Gin 1 126%
lumefantrine Gax T 65%
darunavir AUC—

darunavir Gin | 13%
darunavir (max <

The combination of darunavir and
artemether/lumefantrine can be us
without dose adjustments; howeve
due to the increase in lumefantring
exposure, the combination should
be used with caution.

ANTIMYCOBACTERIALS

Rifampicin
Rifapentine

Not studied. Rifapentine and rifampic
are strong CYP3A inducers and have
been shown to cause profound
decreases in concentrations of other
protease inhibitors, which can result i
virological failure and resistance
development (CYP450 enzyme
induction). During attempts to
overcome the decreased exposure by
increasing the dose of other protease
inhibitors with low dose ritonavir, a
high frequency of liver reactions was

nThe combination of rifapentine ang
darunavir with concomitant low

dose ritonavir is not recommended.

nThe combination of rifampicin and
darunavir with concomitant low
dose ritonavir is contraindicated
(see section 4.3).

seen with rifampicir
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Rifabutin
150 mg once every other
day

rifabutin AUC™ 1 55%

rifabutin Gnin™ 1 ND

rifabutin Gnax~ <>

darunavir AUCt 53%

darunavir Gin T 68%

darunavir Gax T 39%

™ sum of active moieties of rifabutin
(parent drug + 2%-desacetyl
metabolite)

The interaction trial showed a
comparable daily systemic exposure
for rifabutin between treatment at 300
mg once daily alone and 150 mg onc
every other day in combination with
darunavir/ritonavir (600/100 mg twice
daily) with an about 10-fold increase i
the daily exposure to the active
metabolite 259-desacetylrifabutin.
Furthermore, AUC of the sum of actiy
moieties of rifabutin (parent drug + 25
O- desacetyl metabolite) was increas
1.6-fold, while Guaxremained
comparable.

Data on comparison with a 150 mg
once daily reference dose is lacking.

(Rifabutin is an inducer and substrate
of CYP3A.) An increase of systemic
exposure to darunavir was observed
when darunavir co-administered with
100 mg ritonavir was co-administered
with rifabutin (150 mg once every
other day).

A dosage reduction of rifabutin by
75% of the usual dose of

300 mg/day (i.e. rifabutin 150 mg
once every other day) and increased
monitoring for rifabutin related
adverse events is warranted in
patients receiving the combination
with darunavir co- administered
with ritonavir. In case of safety
issues, a further increase of the
dosing interval for rifabutin and/or
monitoring of rifabutin levels
should be considered.

e Consideration should be given to
official guidance on the appropriat
treatment of tuberculosis in HIV

ninfected patients.

Based upon the safety profile of
darunavir/ritonavir, the increase in
edarunavir exposure in the presenc

-of rifabutin does not warrant a dos

p@djustment for darunavir/ritonavir.
Based on pharmacokinetic
modeling, this dosage reduction of
75% is also applicable if patients
receive rifabutin at doses other than
300 mg/day.

D

D D

ANTINEOPLASTICS

Dasatinib
Nilotinib
Vinblastine
Vincristine

Everolimus
Irinotecan

Not studied. Darunavir is expected to
increase these antineoplastic plasma
concentrations.

(CYPS3A inhibition)

Concentrations of these medicinal
products may be increased when
administered with darunavir with
low dose ritonavir resulting in the
potential for increased adverse
events usually associated with these
agents.

Caution should be exercised whery
combining one of these
antineoplastic agents with darunavyi
with low dose ritonavir.

LO-

=

Concomitant use of everolimus or
Irinotecan and darunavir co-
administered with low dose
ritonavir is not recommende

ANTIPSYCHOTICS/NEUROLEPTICS

Quetiapine

Not studied. Darunavir is expected t
increase these antipsychotic plasma
concentrations.

(CYP3A inhibition)

p Concomitant administration of
darunavir with low dose ritonavir
and quetiapine is contraindicated as
it may increase quetiapine- related
toxicity. Increased concentrations pf
quetiapine may lead to coma (see
section 4.3
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Perphenazine
Risperidone
Thioridazine

Not studied. Darunavir is expected to
increase these antipsychotic plasma
concentrations.

(CYP3A, CYP2D6 and/or P-gp
inhibition)

A dose decrease may be needed {
these drugs when co-administered
with darunavir co-administered wit
low dose ritonavir.

Lurasidone Pimozide
Sertindole

Concomitant administration of
darunavir with low dose ritonavir
and lurasidone, pimozide or
sertindole is contraindicated (see
section 4.3

B-BLOCKERS

Carvedilol Not studied. Darunavir is expected to| Clinical monitoring is
Metoprolol increase thesg-blocker plasma recommended when co-
Timolol concentrations. administering darunavir witp-

(CYP2D6 inhibition)

blockers. A lower dose of the
blocker should be consider

CALCIUM CHANNEL BLOCKERS

Amlodipine Not studied. Darunavir co-administeredClinical monitoring of therapeutic
Diltiazem with low dose ritonavir can be and adverse effects is recommeng
Felodipine expected to increase the plasma when these medicines are
Nicardipine concentrations of calcium channel concomitantly administered with
Nifedipine blockers. darunavir with low dose ritonavir.
Verapami (CYP3A and/or CYP2D6 inhibitiol

ed

CORTICOSTEROIDS

Corticosteroids primarily
metabolised by CYP3A
(including betamethasone,
budesonide, fluticasone,
mometasone, prednisone,
triamcinolone)

Fluticasone: in a clinical study where
ritonavir 100 mg capsules twice daily
were co-administered with 5@
intranasal fluticasone propionate (4
times daily) for 7 days in healthy
subjects, fluticasone propionate plasn
concentrations increased significantly
whereas the intrinsic cortisol levels
decreased by approximately 86% (90
Cl 82-89%). Greater effects may be
expected when fluticasone is inhaled
Systemic corticosteroid effects
including Cushing’s syndrome and
adrenal suppression have been repoi
in patients receiving ritonavir and
inhaled or intranasally administered
fluticasone. The effects of high
fluticasone systemic exposure on
ritonavir plasma levels are unknown.

Other corticosteroids: interaction not
studied. Plasma concentrations of the
medicinal products may be increased
when co-administered with darunavir
with low dose ritonavir, resulting in
reduced serum cortisol concentrati

Concomitant use of darunavir with
low dose ritonavir and
corticosteroids (all routes of
administration) that are metabolise
by CYP3A may increase the risk g

ndevelopment of systemic

, corticosteroid effects, including
Cushing’s syndrome and adrenal

OBuppression.

Co-administration with CYP3A-
metabolised corticosteroids is not
recommended unless the potentia
tébnefit to the patient outweighs thg
risk, in which case patients should
be monitored for systemic
corticosteroid effects.

Alternative corticosteroids which
are less dependent on CYP3A
metabolism e.g. beclomethasone

rsghould be considered, particularly
for long term use.

f

D

Dexamethasone (systemic)

Not studied. Dexamethasage
decrease plasma concentrations of
darunavir. (CYP3A induction)

Systemic dexamethasone should
used with caution when combine

low dose ritonavi

be
2d

with darunavir co-administered wiﬂh
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

ENDOTHELIN RECEPTOR

ANTAGONISTS

Bosentan

Not studied. Concomitant use of
bosentan and darunavir co-
administered with low dose ritonavir
may increase plasma concentrations
bosentan.

Bosentan is expected to decrease
plasma concentrations of darunavir
and/or its pharmacoenhancer. (CYP3
induction

When administered concomitantly
with darunavir and low dose
ritonavir, the patient’s tolerability o
obosentan should be monitored.

HEPATITIS C VIRUS (HCV

) DIRECT-ACTING ANTIVIRALS

NS3-4A protease inhibitors

Elbasvir/grazoprevir

Darunavir with low dose riteiramay
increase the exposure to grazoprevir,
(CYP3A and OATP1B inhibition).

Concomitant use of darunavir with
low dose ritonavir and
elbasvir/grazoprevir is
contraindicated (see section 4

Glecaprevir/pibrentasvir

Based on theoretical abersitions
boosted darunavir may increase the
exposure to glecaprevir and
pibrentasvir.

(P-gp, BCRP and/or OATP1B1/3
inhibition)

It is not recommended to co-
administer boosted darunavir with
glecaprevir/pibrentasvir.

HERBAL PRODUCTS

St John's wort
(Hypericum perforatum)

Not studied. St John’s wort is expecte
to decrease the plasma concentratior
of darunavir and ritonavir.
(CYP450 induction)

dDarunavir co-administered with loy
gdose ritonavir must not be used
concomitantly with products
containing St John’s wort
(Hypericum perforatum(see
section 4.3). If a patient is already
taking St John’s wort, stop St
John’s wort and if possible check
viral levels. Darunavir exposure
(and also ritonavir exposure) may
increase on stopping St John's wo
The inducing effect may persist fo
at least 2 weeks after cessation of
treatment with St John’s wc

f

HMG CO-A REDUCTASE |

NHIBITORS

Lovastatin
Simvastatin

Not studied. Lovastatin and simvasta
are expected to have markedly
increased plasma concentrations whe
co-administered with darunavir co-
administered with low dose ritonavir.
(CYPS3A inhibition)

ilncreased plasma concentrations
lovastatin or simvastatin may causg
ermyopathy, including
rhabdomyolysis. Concomitant use
of darunavir co-administered with
low dose ritonavir with lovastatin
and simvastatin is therefore
contraindicated (see section 4

Df

Atorvastatin
10 mg once daily

atorvastatin AUC' 3-4 fold
atorvastatin Gin 1 =5.5-10 fold
atorvastatin Gax 1 =2 fold
#darunavir/ritonavir

When administration of atorvastati
and darunavir co- administered wi
low dose ritonavir is desired, it is
recommended to start with an
atorvastatin dose of 10 mg once
daily. A gradual dose increase of
atorvastatin may be tailored to the

o0

clinical respons:
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Pravastatin
40 mg single dose

pravastatin AUCT 819

pravastatin Gin ND

pravastatin Gax T 63%

Tan up to five-fold increase was seen
a limited subset of subjects

When administration of pravastatin
and darunavir co-administered wit
low dose ritonavir is required, it is
ifecommended to start with the

lowest possible dose of pravastati
and titrate up to the desired clinical

effect while monitoring for safet

Rosuvastatin
10 mg once daily

rosuvastatin AUQ 48%
rosuvastatin Gax 1 144%

I based on published data with
darunavir/ritonavir

When administration of rosuvastat
and darunavir co- administered wi
low dose ritonavir is required, it is
recommended to start with the

lowest possible dose of rosuvastatin
and titrate up to the desired clinical
effect while monitoring for safet

> 5

OTHER LIPID MODIFYING

AGENTS

Lomitapide

Based on theoretical considerations
boosted darunavir is expected to
increase the exposure of lomitapide
when co-administered.

(CYP3A inhibition’

Co-administration is contraindicate
(see section 4.3).

H2-RECEPTOR ANTAGONISTS

Ranitidine
150 mg twice daily

#darunavir AUC—
#darunavir Gin <
#darunavir Gax <

Darunavir co-administered with loy
dose ritonavir can be co-
administered with H2-receptor
antagonists without dose

adjustment:

IMMUNOSUPPRESSANTS
Ciclosporin Not studied. Exposure to these Therapeutic drug monitoring of the
Sirolimus immunosuppressants will be increasedmmunosuppressive agent must be
Tacrolimus when co-administered with darunavir| done when co-administration

co-administered with low dose occurs.

ritonavir. (CYP3A inhibition
Everolimus Concomitant use of everolimus an

darunavir co-administered with low
dose ritonavir is not recommend

INHALED BETA AGONISTS

Salmeterol

Not studied. Concomitant use of
salmeterol and darunavir co-
administered with low dose ritonavir
may increase plasma concentrations
salmeterol.

Concomitant use of salmeterol and
darunavir co-administered with low
dose ritonavir is not recommended.
ofhe combination may result in
increased risk of cardiovascular
adverse event with salmeterol,
including QT prolongation,
palpitations an sinus tachycardi

NARCOTIC ANALGESICS / TREATMENT OF OPIOID DEPENDENC E

Methadone

individual dose ranging
from 55 mg to 150 mg once|
daily

R(-) methadone AUQ 16%
R(-) methadone &n | 15%
R(-) methadone & | 24%

No adjustment of methadone dosg
is required when initiating co-
administration with
darunavir/ritonavir. However,
increased methadone dose may b
necessary when concomitantly
administered for a longer period of
time due to induction of metabolism
by ritonavir.

Therefore, clinical monitoring is
recommended, as maintenance
therapy may need to be adjusted i
some patient

ge

=)
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Medicinal products by
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Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

Buprenorphine/naloxone
8/2 mg—-16/4 mg once daily

buprenorphine AUC| 11%
buprenorphine fin <
buprenorphine Gax | 8%
norbuprenorphine AUC! 46%
norbuprenorphine G, T 71%
norbuprenorphine Gx T 36%
naloxone AUC—

naloxone Gin ND
naloxone (may <>

The clinical relevance of the
increase in norbuprenorphine
pharmacokinetic parameters has 1
been established. Dose adjustmer
for buprenorphine may not be
necessary when co- administered
with darunavir/ritonavir but a
careful clinical monitoring for signs
of opiate toxicity is recommended.

Fentanyl
Oxycodone
Tramadol

Based on theoretical considerations
boosted darunavir may increase plas
concentrations of these analgesics.
(CYP2D6 and/or CYP3A inhibitio

Clinical monitoring is
m@commended when co-
administering boosted darunavir
with these analgesit

OESTROGEN-BASED CONTRACEPTIVES

Drospirenone
Ethinylestradiol
(3 mg/0.02 mg once daily)

Ethinylestradiol
Norethindrone
35 ug/1 mg once daily

Not studied with darunavir/ritonavir.

ethinylestradiol AUC| 44%°
ethinylestradiol Gin | 62%P
ethinylestradiol Gax | 32%°
norethindrone AUQ 14%5#
norethindrone Gin | 30%P"
norethindrone Gax < "?

P with darunavir/ritonavir

When darunavir is coadministered
with a drospirenone-containing
product, clinical monitoring is
recommended due to the potential
for hyperkalaemia.

Alternative or additional
contraceptive measures are
recommended when oestrogen-
based contraceptives are co-
administered with darunavir and
low dose ritonavir.

Patients using oestrogens as
hormone replacement therapy
should be clinically monitored for
signs of oestrogen deficien

OPIOID ANTAGONIST

Naloxegol

Not studied.

Co-administration of boosted
darunavir and naloxegol is
contraindicate

PHOSPHODIESTERASE, TYPE 5 (PDE-5) INHIBITORS

For the treatment of erectile
dysfunction
Avanafil
Sildenafil
Tadalafil

Vardenafil

In an interaction stud$, a comparable
systemic exposure to sildenafil was
observed for a single intake of 100 m
sildenafil alone and a single intake of
25 mg sildenafil co-administered with
darunavir and low dose ritonavir.

The combination of avanafil and
darunavir with low dose ritonavir is

gcontraindicated (see section 4.3).
Concomitant use of other PDE-5
inhibitors for the treatment of
erectile dysfunction with darunavir
co-administered with low dose
ritonavir should be done with
caution. If concomitant use of
darunavir co-administered with low
dose ritonavir with sildenafil,
vardenafil or tadalafil is indicated,
sildenafil at a single dose not
exceeding 25 mg in 48 hours,
vardenafil at a single dose not
exceeding 2.5 mg in 72 hours or
tadalafil at a single dose not
exceeding 10 mg in 72 hours is
recommende:
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction Geometric mean change
(%)

Recommendations concerning co-
administration

For the treatment of

pulmonary arterial

hypertension
Sildenafil
Tadalafil

Not studied. Concomitant use of
sildenafil or tadalafil for the treatment
of pulmonary arterial hypertension an
darunavir co-administered with low
dose ritonavir may increase plasma
concentrations of sildenafil or tadalafi
(CYP3A inhibition)

A safe and effective dose of
sildenafil for the treatment of
dpulmonary arterial hypertension cq
administered with darunavir and
low dose ritonavir has not been
.established. There is an increased
potential for sildenafil- associated
adverse events (including visual
disturbances, hypotension,
prolonged erection and syncope).
Therefore, co- administration of
darunavir with low dose ritonavir
and sildenafil when used for the
treatment of pulmonary arterial
hypertension is contraindicated (s¢
section 4.3). Co-administration of
tadalafil for the treatment of
pulmonary arterial hypertension
with darunavir and low dose
ritonavir is norecommende

Pe

PROTON PUMP INHIBITORS

Omeprazole
20 mg once daily

#darunavir AUC—
#darunavir Gin <
#darunavir Gax <

Darunavir co-administered with loy
dose ritonavir can be co-
administered with proton pump
inhibitors without dose adjustmer

SEDATIVES/HYPNOTICS

Buspirone
Clorazepate
Diazepam
Estazolam
Flurazepam
Midazolam
(parenteral)
Zolpidem

Midazolam (oral) Triazolam

Not studied. Sedative/hypnotics are
extensively metabolised by CYP3A.
Co-administration with
darunavir/ritonavir may cause a large
increase in the concentration of these
medicines.

If parenteral midazolam is co-
administered with darunavir co-
administered with low dose ritonavir i
may cause a large increase in the
concentration of this benzodiazepine
Data from concomitant use of
parenteral midazolam with other
protease inhibitors suggest a possible
3-4 fold increase in midazolam plasm
levels.

Clinical monitoring is
recommended when co-
administering darunavir with these
sedatives/hypnotics and a lower
dose of the sedatives/hypnotics
should be considered.

If parenteral midazolam is co-
administered with darunavir with
low dose ritonavir, it should be
done in an intensive care unit (ICU
or similar setting, which ensures
close clinical monitoring and
appropriate medical management

> case of respiratory depression

aand/or prolonged sedation. Dose
adjustment for midazolam should
considered, especially if more tha
a single dose of midazolam is
administered.

Darunavir co-administered with loy
dose ritonavir is contraindicated
with triazolam or oral midazolam
(see section 4.:

in

pe

TREATMENT FOR PREMATURE EJACULATION

Dapoxetine

Not studied.

Co-administration of bodste
darunavir with dapoxetine is
contraindicate
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by Interaction Geometric mean change | Recommendations concerning co-
therapeutic areas (%) administration

UROLOGICAL DRUGS

Fesoterodine Not studied. Use with caution. Monitor for
Solifenacin fesoterodine or solifenacin adversge

reactions, dose reduction of

fesoterodine or solifenacin may be

necessar

#  Studies have been performed at lower than recomateddses of darunavir or with a different dosingjmen (see
section 4.2 Posology).

T The efficacy and safety of the use of darunavihwi®0 mg ritonavir and any other HIV Pl (e.g. (Brsprenavir and
tipranavir) has not been established in HIV paseAtcording to current treatment guidelines, dboafapy with
protease inhibitors is generally not recommended.

Study was conducted with tenofovir disoproxil fuatar300 mg once daily.

4.6 Fertility, pregnancy and lactation

Pregnancy

As a general rule, when deciding to use antiretabagents for the treatment of HIV infection in
pregnant women and consequently for reducing #keafi HIV vertical transmission to the newborn,
the animal data as well as the clinical experienggegnant women should be taken into account.

There are no adequate and well controlled studigg@gnancy outcome with darunavir in pregnant
women. Studies in animals do not indicate direcirifial effects with respect to pregnancy,
embryonal/foetal development, parturition or posthdevelopment (see section 5.3).

Darunavir co-administered with low dose ritonaviosld be used during pregnancy only if the
potential benefit justifies the potential risk.

Breast-feeding

It is not known whether darunavir is excreted imiam milk. Studies in rats have demonstrated that
darunavir is excreted in milk and at high level®0D mg/kg/day) resulted in toxicity of the offsmyi

Because of the potential for adverse reactionsandi-fed infants, women should be instructed mot t
breast-feed if they are receiving darunavir.

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

Fertility

No human data on the effect of darunavir on feytdire available. There was no effect on mating or
fertility with darunavir treatment in rats (see tsgat 5.3).

4.7 Effects on ability to drive and use machines
Darunavir in combination with ritonavir has no agtigible influence on the ability to drive and use
machines. However, dizziness has been reporteahne patients during treatment with regimens

containing darunavir co-administered with low dagenavir and should be borne in mind when
considering a patient’s ability to drive or operatachinery (see section 4.8).
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4.8 Undesirable effects

Summary of the safety profile

During the clinical development program (N=2,6latment-experienced subjects who initiated
therapy with darunavir/ ritonavir 600/100 mg twitaily), 51.3% of subjects experienced at least one
adverse reaction. The total mean treatment durétiosubjects was 95.3 weeks. The most frequent
adverse reactions reported in clinical trials apd@ontaneous reports are diarrhoea, nausea, rash,
headache and vomiting. The most frequent seriawions are acute renal failure, myocardial
infarction, immune reconstitution inflammatory syoche, thrombocytopenia, osteonecrosis,
diarrhoea, hepatitis and pyrexia.

In the 96 week analysis, the safety profile of danar/ ritonavir 800/100 mg once daily in treatment
naive subjects was similar to that seen with danuh@onavir 600/100 mg twice daily in treatment-
experienced subjects except for nausea which weeredd more frequently in treatment-naive
subjects. This was driven by mild intensity naudémnew safety findings were identified in the

192 week analysis of the treatment-naive subjectghich the mean treatment duration of darunavir/
ritonavir 800/100 mg once daily was 162.5 weeks.

Tabulated list of adverse reactions

Adverse reactions are listed by system organ ¢&OQ€) and frequency category. Within each
frequency category, adverse reactions are presenteder of decreasing seriousness. Frequency
categories are defined as follows: very commot/(0), commonX 1/100 to < 1/10), uncommoa (
1/1,000 to < 1/100), rare>(1/10,000 to < 1/1,000) and not known (frequenayncd be estimated
from the available data).

Adverse reactions observed with darunavir/ritonasiclinical trials and post-marketing

MedDRA system organ class Frequency cate | Adverse reactic
Infections and infestatio

Uncommol | herpes simple

Blood and lymphatic system disorc

Uncommon thrombocytopenia, neutropenia, anaemia,
leucopenia

Rare increased eosinophil col

Immune system disord

Uncommon immune reconstitution inflammatory syndeom

(drug) hypersensitivit

Endocrine disordel
Uncommon hypothyroidism, increased blood thyroid
stimulating hormor

Metabolism and nutrition disorde
Common diabetes mellitus, hypertriglyceridaemia,
hypercholesterolaemia, hyperlipidaemia

Uncommon gout, anorexia, decreased appetite, demtea
weight, increased weight, hyperglycaemia,
insulin resistance, decreased high density
lipoprotein, increased appetite, polydipsia,
increased blood lactate dehydrogel
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MedDRA system organ class Frequency cate | Adverse reactic

Psychiatric disordel

sed

thm

Common insomnia

Uncommon depression, disorientation, anxiety, sleep
disorder, abnormal dreams, nightmare, decreg
libido

Rare confusional state, altered mowestlessne:

Nervous system disord

Common headache, peripheral neuropathy, dizziness

Uncommon lethargy, paraesthesia, hypoaesthesigedygi,
disturbance in attention, memory impairment,
somnolence

Rare syncope, convulsion, ageusia, sleep phase rhy
disturbanc

Eye disorder

Uncommon conjunctival hyperaemia, dry eye

Rare visual disturbanc

Ear and labyrinth disorde

Uncommoil | vertigc

Cardiac disorder

Uncommon myocardial infarction, angina pectoris, prolong
electrocardiogram QT, tachycardia

Rare acute myocardial infarction, sinus bradycardia

palpitation:

Vascular disordel

Uncommol

hypertension, flushir

Respiratory, thoracic and mediastinal disorc

Uncommon

dyspnoea, cough, epistaxis, throat irritation

Rare rhinorrhoe:
Gastrointestinal disorde
Very common diarrhoea

Common

Uncommon

Rare

vomiting, nausea, abdominal pain, increased
blood amylase, dyspepsia, abdominal distensi
flatulence

pancreatitis, gastritis, gastrooesophageal reflu
disease, aphthous stomatitis, retching, dry mo
abdominal discomfort, constipation, increased
lipase, eructation, oral dysaesthesia

X

Lith,

stomatitis, haematemesis, cheilitis, dry lip, cda‘te

tongut
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MedDRA system organ class Frequency cate | Adverse reactic

Hepatobiliary disorder

Common

Uncommon

increased alanine aminotransferase

hepatitis, cytolytic hepatitis, hepateasbsis,
hepatomegaly, increased transaminase, increa
aspartate aminotransferase, increased blood

bilirubin, increased blood alkaline phosphatase

increased gamn-glutamyltransferas

1sed

154

Skin and subcutaneous tissue disor

Common

Uncommon

Rare

Not known

rash (including macular, maculopapular, papul
erythematous and pruritic rash), pruritus

angioedema, generalised rash, allergic dermat
urticaria, eczema, erythema, hyperhidrosis, nig
sweats, alopecia, acne, dry skin, nail
pigmentation

DRESS, Stevens-Johnson syndrome, eryth
multiforme, dermatitis, seborrhoeic dermati
skin lesion, xeroderma

toxic epidermal necrolysis, acute gereedl
exanthematous pustulc

ar,

itis,
yht

ema
is,

Musculoskeletal and connective tissue disor

Uncommon

myalgia, osteonecrosis, muscle spasms, musg
weakness, arthralgia, pain in extremity,
osteoporosis, increased blood creatine
phosphokinase

ular

Rare musculoskeletal stiffness, arthritis, joint stifés

Renal and urinary disorde

Uncommon acute renal failure, renal failure, nephrolithiasig
increased blood creatinine, proteinuria,
bilirubinuria, dysuria, nocturia, pollakiuria

Rare decreased creatinine renal clearance

Rare crystal nephropatf®

Reproductive system and breast disor

Uncommol

erectile dysfunction, gynaecoma:

General disorders and administration site condig

Common

Uncommon

Rare

asthenia, fatigue

pyrexia, chest pain, peripheral oedema, malaig
feeling hot, irritability, pain

e,

chills, abnormal feeling, xero:

§

adverse reaction identified in the post-markesiatling. Per the guideline on Summary of Productr@tteristics
(Revision 2, September 2009), the frequency ofatigerse reaction in the post-marketing settingdedsrmined using

the "Rule of 3".
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Description of selected adverse reactions

Rash

In clinical trials, rash was mostly mild to moderabften occurring within the first four weeks of
treatment and resolving with continued dosing.dses of severe skin reaction see the warning in
section 4.4.

During the clinical development program of raltegirén treatment-experienced patients, rash,
irrespective of causality, was more commonly obsgnvith regimens containing darunavir/ritonavir
+ raltegravir compared to those containing daru@zinavir without raltegravir or raltegravir
without darunavir/ritonavir. Rash considered by ithesstigator to be drug-related occurred at simila
rates. The exposure-adjusted rates of rash (adladity) were 10.9, 4.2, and 3.8 per 100 patients/ea
(PYR), respectively; and for drug-related rash waade 1.1, and 2.3 per 100 PYR, respectively. The
rashes observed in clinical studies were mild talenate in severity and did not result in
discontinuation of therapy (see section 4.4).

Metabolic parameters
Weight and levels of blood lipids and glucose nrayréase during antiretroviral therapy (see
section 4.4).

Musculoskeletal abnormalities
Increased CPK, myalgia, myositis and rarely, rhabguysis have been reported with the use of
protease inhibitors, particularly in combinatiortNRTIs.

Cases of osteonecrosis have been reported, particih patients with generally acknowledged risk
factors, advanced HIV disease or long-term expotumombination antiretroviral therapy (CART).
The frequency of this is unknown (see section 4.4).

Immune reconstitution inflammatory syndrome

In HIV infected patients with severe immune defidyg at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory réan to asymptomatic or residual opportunistic
infections may arise. Autoimmune disorders (sucBrves’ disease and autoimmune hepatitis) have
also been reported; however, the reported timesetds more variable and these events can occur
many months after initiation of treatment (seeisect.4).

Bleeding in haemophiliac patients
There have been reports of increased spontaneeediid in haemophiliac patients receiving
antiretroviral protease inhibitors (see sectior).4.4

Paediatric population

The safety assessment in paediatric patients edb@s the 48-week analysis of safety data fronmethre

Phase I trials. The following patient populatiomsre evaluated (see section 5.1):

° 80 ART-experienced HIV-1 infected paediatric patiseaged from 6 to 17 years and weighing at
least 20 kg who received darunavir tablets with tige ritonavir twice daily in combination
with other antiretroviral agents.

° 21 ART-experienced HIV-1 infected paediatric patseaged from 3 to < 6 years and weighing
10 kg to < 20 kg (16 participants from 15 kg toGkg)) who received darunavir oral suspension
with low dose ritonavir twice daily in combinatievith other antiretroviral agents.

° 12 ART-naive HIV-1 infected paediatric patienteddrom 12 to 17 years and weighing at least
40 kg who received darunavir tablets with low dosmavir once daily in combination with
other antiretroviral agents (see section 5.1).

Overall, the safety profile in these paediatriaguas was similar to that observed in the adult
population.
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Other special populations

Patients co-infected with hepatitis B and/or hejafC virus

Among 1,968 treatment-experienced patients reagigarunavir co-administered with ritonavir
600/100 mg twice daily, 236 patients were co-irddaith hepatitis B or C. Co-infected patients were
more likely to have baseline and treatment emergepatic transaminase elevations than those
without chronic viral hepatitis (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after ag#tiam of the medicinal product is important. It
allows continued monitoring of the benefit/riskdmate of the medicinal product. Healthcare
professionals are asked to report any suspecteztslveactions via the national reporting system

listed inAppendix V.

4.9 Overdose

Human experience of acute overdose with darunavadministered with low dose ritonavir is
limited. Single doses up to 3,200 mg of darunasioial solution alone and up to 1,600 mg of the
tablet formulation of darunavir in combination wiitonavir have been administered to healthy
volunteers without untoward symptomatic effects.

There is no specific antidote for overdose withudawir. Treatment of overdose with darunavir
consists of general supportive measures includiogitoring of vital signs and observation of the
clinical status of the patient. Since darunavhighly protein bound, dialysis is unlikely to be
beneficial in significant removal of the active stdance.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systeusie, protease inhibitors, ATC code: JO5AE10.

Mechanism of action

Darunavir is an inhibitor of the dimerisation arfdtee catalytic activity of the HIV-1 protease (Kid
4.5 x 10*2M). It selectively inhibits the cleavage of HIV etted Gag-Pol polyproteins in virus
infected cells, thereby preventing the formatiomafture infectious virus particles.

Antiviral activity in vitro

Darunavir exhibits activity against laboratory steaand clinical isolates of HIV-1 and laboratory
strains of HIV-2 in acutely infected T-cell lindsyman peripheral blood mononuclear cells and human
monocytes/macrophages with mediars@&@lues ranging from 1.2 to 8.5 nM (0.7 to 5.0 ny/m
Darunavir demonstrates antiviral activityvitro against a broad panel of HIV-1 group M (A, B, C, D,
E, F, G) and group O primary isolates withsi@lues ranging from < 0.1 to 4.3 nM.

These EG values are well below the 50% cellular toxicityncentration range of 87 uM to >
100 uM.

Resistance
In vitro selection of darunavir-resistant virus from wilp&HIV-1 was lengthy (> 3 years). The selected
viruses were unable to grow in the presence ofrdaiu concentrations above 400 nM.

Viruses selected in these conditions and showikgedsed susceptibility to darunavir (range: 23-50-
fold) harboured 2 to 4 amino acid substitutionthie protease gene. The decreased susceptibility to
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darunavir of the emerging viruses in the seleatigperiment could not be explained by the emergence
of these protease mutations.

The clinical trial data from ART-experienced patse(TITANtrial and the pooled analysis of the
POWERL, 2 and 3 an®UET 1 and 2 trials) showed that virologic responseaudavir co-
administered with low dose ritonavir was decreaghkdn 3 or more darunavir RAMs (V11lI, V32I,
L33F, 147V, 150V, I54L or M, T74P, L76V, 184V and39V) were present at baseline or when these
mutations developed during treatment.

Increasing baseline darunavir fold change indEC) was associated with decreasing virologic
response. A lower and upper clinical cut-off ofal@ 40 were identified. Isolates with baseline FC
<10 are susceptible; isolates with FC > 10 to A@hdecreased susceptibility; isolates with FC > 40
are resistant (see Clinical results).

Viruses isolated from patients on darunavir/ritan&20/100 mg twice daily experiencing virologic
failure by rebound that were susceptible to tipvarat baseline remained susceptible to tipranavir
after treatment in the vast majority of cases.

The lowest rates of developing resistant HIV vians observed in ART-naive patients who are treated
for the first time with darunavir in combinationtviother ART.

The table below shows the development of HIV 1gaeé mutations and loss of susceptibility to Pls
in virologic failures at endpoint in t ®RTEMIS ODIN andTITANtrials.

ARTEMIS ODIN TITAN
Week 19: Week 4¢ Week 4t
Darunavir/ Darunavir/ Darunavir/ ritonavir Darunavir/
ritonavir ritonavir 600/100 mg twice ritonavir
800/100 mg 800/100 mg once daily N=296 600/100 mg
once daily daily twice daily
N=343 N=294 N=298
Total number of
virologic failure?, n (% 55 (16.0% 65(22.1% 54 (18.2% 31 (10.4%
Reboundel
Never suppress 39 (11.4% 11 (3.7% 11 (3.7% 16 (5.4%
subject 16 (4.7% 54 (18.4% 43 (14.5% 15 (5.0%

endpoint, n/l

Number of subjects with virologic failure and paiieaseline/endpoint genotypes, developing mutdtians

Primary (major) PI 0/43 1/60 0/42 6/28
Mutation:
Pl RAMs 4/4% 7/6C 44z 10/2¢

Number of subjects with virologic failure and paifgaseline/endpoint phenotypes, showing loss of
susceptibility to Pls at endpoint compared to baseh/N

Pl

darunavi 0/3¢ 1/5¢ 0/41 3/2€
amprenavi 0/3¢ 1/5¢ 0/4C 0/22
atazanav 0/3¢ 2/5€ 0/4C 0/22
indinavir 0/3¢ 2/57 0/4C 1/24
lopinavir 0/3¢ 1/5¢ 0/4C 0/23
saquinavi 0/3¢ 0/5€ 0/4C 0/22
tipranavil 0/3¢ 0/5¢ 0/41 1/2&

TLOVR non-VF censored algorithm based on HIV-1 RNAGcopies/ml, except faFI TAN (HIV-1 RNA < 400

copies/ml)
IAS-USA lists
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Cross-resistance

Darunavir FC was less than 10 for 90% of 3,309adinsolates resistant to amprenavir, atazanavir,
indinavir, lopinavir, nelfinavir, ritonavir, saguanir and/or tipranavir showing that viruses resista
most Pls remain susceptible to darunavir.

In the virologic failures of thARTEMIStrial no cross-resistance with other Pls was oleserv
Clinical results

Adult patients

For clinical trial results in ART-naive adult patte, refer to the Summary of Product Charactesstic

for Darunavir Viatris 400 mg and 800 mg tablets.

Efficacy of darunavir 600 mqg twice daily co-admiarsed with 100 mg ritonavir twice daily in ART-
experienced patients

The evidence of efficacy of darunavir co-administewith ritonavir (600/100 mg twice daily) in
ART-experienced patients is based on the 96 weaklysis of the Phase Il tridlITANin
ART-experienced lopinavir naive patients, on thevégk analysis of the Phase Il tr@DIN in
ART-experienced patients with no DRV-RAMs, and be &nalyses of 96 weeks data from the Phase
lIb trials POWERL and 2 in ART-experienced patients with high lexfeP| resistance.

TITAN is a randomised, controlled, open-label Phaseidil tomparing darunavir co-administered
with ritonavir (600/100 mg twice daily) versus lopvir/ritonavir (400/100 mg twice daily) in ART-
experienced, lopinavir naive HIV-1 infected adwtipnts. Both arms used an Optimised Background
Regimen (OBR) consisting of at least 2 antiretralgi(NRTIs with or without NNRTIS).

The table below shows the efficacy data of the é8knanalysis from th& TANTtrial.

TITAN
Outcomes Darunavir/ritonavir| Lopinavir/ ritonavir Treatment difference
600/100 mg twice | 400/100 mg twice daily| (95% CI of difference)
daily + OBR + OBR
N=29¢ N=297
HIV-1 RNA 70.8% (211) 60.3% (179) 10.5% (2.9; 18.1)
< 50 copies/n®
median CD4+ cell 88 81
count change from
baseline (x 1%/L)¢

a8 Imputations according to the TLOVR algorithm
b Based on a normal approximation of the differemc#iresponse
¢ NC=F

At 48 weeks non-inferiority in virologic responsethe darunavir/ritonavir treatment, defined as the
percentage of patients with plasma HIV-1 RNA levd00 and < 50 copies/ml, was demonstrated (at
the pre-defined 12% non-inferiority margin) for bdTT and OP populations. These results were
confirmed in the analysis of data at 96 weekseatinent in th@1TANTtrial, with 60.4% of patients in
the darunavir/ritonavir arm having HIV-1 RNA < 56pies/ml at week 96 compared to 55.2% in the
lopinavir/ritonavir arm [difference: 5.2%, 95% CR(8; 13.1)].

ODIN is a Phase lll, randomised, open-label trial comgadarunavir/ritonavir 800/100 mg once
daily versus darunavir/ritonavir 600/100 mg twiaalylin ART-experienced HIV-1 infected patients
with screening genotype resistance testing showindarunavir RAMs (i.e. V11l, V32I, L33F, 147V,
150V, 154M, 154L, T74P, L76V, 184V, L89V) and a s&ning HIV-1 RNA > 1,000 copies/ml.
Efficacy analysis is based on 48 weeks of treatr(s=d table below). Both arms used an optimised
background regimen (OBR) af2 NRTIs.
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ODIN

< 50 copies/n®
With Baseline HI\-1
RNA (copies/ml

< 100,00t

> 100,001

With Baseline CD4
cell count (x 1¢/L)
>10C

<10

With HIV-1 clade
Type E

Type AE

Type C

Othef

77.6% (198/25¢
35.9% (14/3¢

75.1% (184/24:
57.1% (28/4¢

70.4% (126/17¢
90.5% (38/42
72.7% (32/44
55.2% (16/2¢

73.2% (194/26¢
51.6% (16/31

72.5% (187/25¢
60.5% (23/3¢

64.3% (128/19¢
91.2% (31/3¢
78.8% (26/3¢
83.3% (25/3(

Outcomes Darunavir/ritonavir Darunavir/ritonavir Treatment difference
800/100 mg once daily | 600/100 mg twice daily | (95% CI of difference)
+ OBR + OBR
N=29/ N=29¢

HIV-1 RNA 72.1%(212 70.9% (21C 1.2% +-6.1; 8.5°

4.4% -3.0; 11.9
-15.7% -39.2; 7.7

2.6% +-5.1; 10.3
-3.4% -24.5;17.8

6.1% -3.4; 15.6
-0.7% ~14.0; 12.6
-6.1% -2.6; 13.7

-28.2% -51.0;-5.3)

mean CD4+ cell count
change from baseline
(x 1C5/L)°

108

112

-5d (-25; 16)

Difference in means

® o 0O T o

Imputations according to the TLOVR algorithm
Based on a normal approximation of the differemc#&iresponse
Clades A1, D, F1, G, K, CRF02_AG, CRF12_BF, and CRF06_CPX

Last Observation Carried Forward imputation

At 48 weeks, virologic response, defined as thegrgrnge of patients with plasma HIV-1 RNA level

< 50 copies/ml, with darunavir/ritonavir 800/100 wrace daily treatment was demonstrated to be non-
inferior (at the pre-defined 12% non-inferiority mga) compared to darunavir/ritonavir 600/100 mg
twice daily for both ITT and OP populations.

Darunavir/ritonavir 800/100 mg once daily in ARTpexienced patients should not be used in patients
with one or more darunavir resistance associatadtinons (DRV-RAMS) or HIV-1 RNA> 100,000
copies/ml or CD4+ cell count < 100 cells X¥/10(see sections 4.2 and 4.4). Limited data islalsté

in patients with HIV-1 clades other than B.

POWER landPOWER 2are randomised, controlled trials comparing darur@+administered with
ritonavir (600/100 mg twice daily) with a contralogp receiving an investigator-selected PI(s)
regimen in HIV-1 infected patients who had prevlgdailed more than 1 PI containing regimen. An
OBR consisting of at least 2 NRTIs with or with@emfuvirtide (ENF) was used in both trials.

The table below shows the efficacy data of the 4@kvand 96-week analyses from the pooled
POWERL andPOWERR trials.
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POWER 1 and POWER 2 pooled ¢

Week 4¢ Week 9t
Outcomes Darunavir/ Control | Treatment Darunavir/ Control | Treatment
ritonavir n=124 | difference ritonavir n=124 | difference
600/100 mg 600/100 mg
twice daily twice daily
n=131 n=131
HIV RNA 45.0% 11.3% | 33.7% 38.9% 8.9% 30.1%
< 50 copies/n® | (59) (14) (23.4% 44.1%° | (51) (11 (20.1; 40.¢°
CDA4+ cell count | 103 17 86 133 15 118
mean change (57; 114y (83.9; 153.49
from baseline
(x 1C8/L)°

a8 Imputations according to the TLOVR algorithm
b Last Observation Carried Forward imputation
¢ 95% confidence intervals.

Analyses of data through 96 weeks of treatmerttélPOWERrials demonstrated sustained
antiretroviral efficacy and immunologic benefit.

Out of the 59 patients who responded with complietd suppression (< 50 copies/ml) at week 48, 47
patients (80% of the responders at week 48) rerdaesponders at week 96.

Baseline genotype or phenotype and virologic ouecom
Baseline genotype and darunavir FC (shift in sustuiéfy relative to reference) were shown to be a
predictive factor of virologic outcome.

Proportion (%) of patients with response (HIV-1 RKBAO copies/ml at week 24) to darunavir co-
administered with ritonavir (600/100 mg twice daiby baseline genotyfieand baseline darunavir
FC and by use of enfuvirtide (ENF): As treated gl of the POWER and DUET trials.

Number of baseline mutationd Baseline DRV FC
Response (HIV-1
RNA < 50 copies/mi All 0-2 3 >4 All <10 10-40 > 40
at week 24) ranges ranges
%, n/N\
All patients 45% 54% 39% 12% 45% 55% 29% 8%
455/1,01. | 359/66( | 67/17. | 20/171 455/1,01. | 364/65¢ | 59/20: | 9/11¢
Patients with
no/non-naive use ofl 39% 50% 29% 7% 39% 51% 17% 5%
ENF 290/74: 238/47. | 35/12( | 10/13¢ 290/74: 244/47 | 25/147 | 5/94
Patients with naive | 60% 66% 62% 28% 60% 66% 61% 17%
use of ENF 165/27: 121/18! | 32/52 10/3€ 165/27: 120/18: | 34/5¢ 4[24

a8  Number of mutations from the list of mutationsasated with a diminished response to darunawratir (V111, V32I,
L33F, 147V, 150V, I54L or M, T74P, L76V, 184V or 1B/)

b fold change in E&
“Patients with no/non-naive use of ENF” are patenho did not use ENF or who used ENF but notHerfirst time

4 “patients with naive use of ENF” are patients wled ENF for the first time

Paediatric patients

For clinical trial results in ART-naive paediatpatients aged 12 to 17 years, refer to the Sumwofary
Product Characteristics for Darunavir Viatris 409 and 800 mg tablets.

ART-experienced paediatric patients from the aggtof< 18 years, and weighing at least 20 kg

DELPHI is an open-label, Phase Il trial evaluating therpizgokinetics, safety, tolerability, and
efficacy of darunavir with low dose ritonavir in 8RT-experienced HIV-1 infected paediatric
patients aged 6 to 17 years and weighing at |€akg2These patients received darunavir/ritonavir
twice daily in combination with other antiretroviggents (see section 4.2 for dosage
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recommendations per body weight). Virologic resgonas defined as a decrease in plasma HIV-1
RNA viral load of at least 1.0 lagversus baseline.

In the study, patients who were at risk of disamntig therapy due to intolerance of ritonavir oral
solution (e.g. taste aversion) were allowed todwib the capsule formulation. Of the 44 patients
taking ritonavir oral solution, 27 switched to th@0 mg capsule formulation and exceeded the weight-
based ritonavir dose without changes in observisdysa

DELPHI
Outcomes at week 48 Darunavir/ritonavir
N=8C
HIV-1 RNA < 50 copies/r? 47.5% (38
CD4+ cell count mean change from bas¢® 147

a8 Imputations according to the TLOVR algorithm.
b Non-completer is failure imputation: patients wdiscontinued prematurely are imputed with a chawseal to 0.

According to the TLOVR non-virologic failure censdralgorithm 24 (30.0%) patients experienced
virological failure, of which 17 (21.3%) patienteme rebounders and 7 (8.8%) patients were non-
responders.

ART-experienced paediatric patients from the adgtof< 6 years

The pharmacokinetics, safety, tolerability andazftiy of darunavir/ritonavir twice daily. in
combination with other antiretroviral agents in2RT-experienced HIV-1 infected paediatric patients
aged 3 to < 6 years and weighing 10 kg to < 20 &g ewvaluated in an open-label, Phase Il trial,
ARIEL. Patients received a weight-based twice dailytineat regimen, patients weighing 10 kg to <
15 kg received darunavir/ritonavir 25/3 mg/kg twitadly, and patients weighing 15 kg to < 20 kg
received darunavir/ritonavir 375/50 mg twice dafy.week 48, the virologic response, defined as the
percentage of patients with confirmed plasma Viratl < 50 HIV-1 RNA copies/ml, was evaluated in
16 paediatric patients 15 kg to < 20 kg and 5 faddipatients 10 kg to < 15 kg receiving
darunavir/ritonavir in combination with other aetioviral agents (see section 4.2 for dosage
recommendations per body weight).

ARIEL
Outcomes at week Darunavir/ritonavi
10 kg to < 15 kg 15 kg to < 20 kg
N=5 N=1€

HIV-1 RNA < 50 copies/r® 80.0% (4 81.3% (13
CD4+ percent change from base® 4 4

CD4+ cell count mean change from base’ 16 241

Z :\rlné)uéations according to the TLOVR algorithm.

Limited efficacy data are available in paediatrédients below 15 kg and no recommendation on a
posology can be made.

Pregnancy and postpartum

Darunavir/ritonavir (600/100 mg twice daily or 8@00 mg once daily) in combination with a
background regimen was evaluated in a clinical ti&6 pregnant women (18 in each arm) during
the second and third trimesters, and postpartunelagic response was preserved throughout the
study period in both arms. No mother to child traission occurred in the infants born to the

31 subjects who stayed on the antiretroviral treatnthrough delivery. There were no new clinically
relevant safety findings compared with the knowletsgprofile of darunavir/ritonavir in HIV-1
infected adults (see sections 4.2, 4.4 and 5.2).
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5.2 Pharmacokinetic properties

The pharmacokinetic properties of darunavir, co4adtstered with ritonavir, have been evaluated in
healthy adult volunteers and in HIV-1 infected gats. Exposure to darunavir was higher in HIV-1
infected patients than in healthy subjects. Theemgsed exposure to darunavir in HIV-1 infected
patients compared to healthy subjects may be agalddy the higher concentrationswefacid
glycoprotein (AAG) in HIV-1 infected patients, rdung in higher darunavir binding to plasma AAG
and, therefore, higher plasma concentrations.

Darunavir is primarily metabolised by CYP3A. Ritemanhibits CYP3A, thereby increasing the
plasma concentrations of darunavir considerably.

Absorption

Darunavir was rapidly absorbed following oral adistiration. Maximum plasma concentration of
darunavir in the presence of low dose ritonavigdserally achieved within 2.5-4.0 hours.

The absolute oral bioavailability of a single 60§ dose of darunavir alone was approximately 37%
and increased to approximately 82% in the preseht®0 mg twice daily ritonavir. The overall
pharmacokinetic enhancement effect by ritonavir amspproximate 14-fold increase in the systemic
exposure of darunavir when a single dose of 60@angnavir was given orally in combination with
ritonavir at 100 mg twice daily (see section 4.4).

When administered without food, the relative biokmlity of darunavir in the presence of low dose
ritonavir is 30% lower as compared to intake withd. Therefore, darunavir tablets should be taken
with ritonavir and with food. The type of food daast affect exposure to darunavir.

Distribution

Darunavir is approximately 95% bound to plasmaenotDarunavir binds primarily to plasmaacid
glycoprotein.

Following intravenous administration, the volumedddtribution of darunavir alone was 88.1 £ 59.0 |
(Mean + SD) and increased to 131 + 49.9 | (Mear} i the presence of 100 mg twice-daily
ritonavir.

Biotransformation

In vitro experiments with human liver microsomes (HLMs) aadé that darunavir primarily

undergoes oxidative metabolism. Darunavir is extehs metabolised by the hepatic CYP system and
almost exclusively by isozyme CYP3A4.*AC-darunavir trial in healthy volunteers showed that
majority of the radioactivity in plasma after agli;n400/100 mg darunavir with ritonavir dose wase du
to the parent active substance. At least 3 oxidatietabolites of darunavir have been identified in
humans; all showed activity that was at least 1@@ss than the activity of darunavir against wild
type HIV.

Elimination

After a 400/100 mg*C-darunavir with ritonavir dose, approximately ?8.and 13.9% of the
administered dose fC-darunavir could be retrieved in faeces and urespectively. Unchanged
darunavir accounted for approximately 41.2% an&bo/0f the administered dose in faeces and urine,
respectively. The terminal elimination half-life @érunavir was approximately 15 hours when
combined with ritonavir.

The intravenous clearance of darunavir alone (1§Pand in the presence of low dose ritonavir was
32.8 I/lh and 5.9 I/h, respectively.
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Special populations

Paediatric population

The pharmacokinetics of darunavir in combinatiothwitonavir taken twice daily in 74 treatment-
experienced paediatric patients, aged 6 to 17 yeatsveighing at least 20 kg, showed that the
administered weight-based doses of darunavir/ntomasulted in darunavir exposure comparable to
that in adults receiving darunavir/ritonavir 6001fg twice daily (see section 4.2).

The pharmacokinetics of darunavir in combinatiothwitonavir taken twice daily in 14 treatment-
experienced paediatric patients, aged 3 to < Gsyead weighing at least 15 kg to < 20 kg, showed
that weight-based dosages resulted in darunavosexp that was comparable to that achieved in
adults receiving darunavir/ritonavir 600/100 mgasvidaily (see section 4.2).

The pharmacokinetics of darunavir in combinatiothwitonavir taken once daily in 12 ART-naive
paediatric patients, aged 12 to < 18 years andhiwegaat least 40 kg, showed that darunavir/ritonavi
800/100 mg once daily results in darunavir expothmewas comparable to that achieved in adults
receiving darunavir/ritonavir 800/100 mg once dalliierefore the same once daily dosage may be
used in treatment-experienced adolescents agemid28 years and weighing at least 40 kg without
darunavir resistance associated mutations (DRV-RAKIsd who have plasma HIV-1 RNA <

100,000 copies/ml and CD4+ cell count00 cells x 10L (see section 4.2).
* DRV-RAMSs: V11l, V32, L33F, 147V, I50V, 154M, |54, T74P, L76V, 184V and L89V

The pharmacokinetics of darunavir in combinatiothwitonavir taken once daily in 10 treatment-
experienced paediatric patients, aged 3 to < Gsyaaal weighing at least 14 kg to < 20 kg, showed

that weight-based dosages resulted in darunavosexp that was comparable to that achieved in
adults receiving darunavir/ritonavir 800/100 mg ®@akily (see section 4.2). In addition,
pharmacokinetic modeling and simulation of darunaxposures in paediatric patients across the ages
of 3 to < 18 years confirmed the darunavir expasaeobserved in the clinical studies and allowed
the identification of weight-based darunavir/ritgmance daily dosing regimens for paediatric

patients weighing at least 15 kg that are eithe ARive or treatment-experienced paediatric patient
without DRV-RAMs* and who have plasma HIV-1 RNA 80,000 copies/ml and CD4+ cell count

> 100 cells x 10L (see section 4.2).
* DRV-RAMS: V11I, V32I, L33F, 147V, I50V, I154M, I54LT74P, L76V, 184V and L89V

Elderly

Population pharmacokinetic analysis in HIV infecpadients showed that darunavir pharmacokinetics
are not considerably different in the age rangetd18 years) evaluated in HIV infected patients
(n=12, age> 65) (see section 4.4). However, only limited daée available in patients above the age
of 65 year.

Gender
Population pharmacokinetic analysis showed a #idtigher darunavir exposure (16.8%) in HIV
infected females compared to males. This differémomt clinically relevant.

Renal impairment
Results from a mass balance study wi@+darunavir with ritonavir showed that approximgtel7%
of the administered dose of darunavir is excratetié urine unchanged.

Although darunavir has not been studied in patiesitts renal impairment, population
pharmacokinetic analysis showed that the pharmaetiks of darunavir were not significantly
affected in HIV infected patients with moderatealempairment (CrCl between 30-60 ml/min, n=20)
(see sections 4.2 and 4.4).

Hepatic impairment

Darunavir is primarily metabolised and eliminatgdtie liver. In a multiple dose study with darumavi
co-administered with ritonavir (600/100 mg) twicaly, it was demonstrated that the total plasma
concentrations of darunavir in subjects with mitthild-Pugh Class A, n=8) and moderate (Child-
Pugh Class B, n=8) hepatic impairment were companaith those in healthy subjects. However,
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unbound darunavir concentrations were approxim&®¥ (Child-Pugh Class A) and 100% (Child-
Pugh Class B) higher, respectively. The clinicidvance of this increase is unknown therefore,
darunavir should be used with caution. The effésevere hepatic impairment on the
pharmacokinetics of darunavir has not been stuied sections 4.2, 4.3 and 4.4).

Pregnancy and postpartum

The exposure to total darunavir and ritonavir aftéake of darunavir/ritonavir 600/100 mg twice
daily and darunavir/ritonavir 800/100 mg once daiypart of an antiretroviral regimen was generally
lower during pregnancy compared with postpartumweéleer, for unbound (i.e. active) darunavir, the
pharmacokinetic parameters were less reduced dpregnancy compared to postpartum, due to an
increase in the unbound fraction of darunavir dypnegnancy compared to postpartum.

Pharmacokinetic results of total darunavir after administration of darunavir/ritonavir at
600/100 mg twice daily as part of an antiretrovirakegimen, during the second trimester of
pregnancy, the third trimester of pregnancy and pogpartum

Pharmacokinetics of | Second trimester of Third trimester of Postpartum

total darunavir pregnancy pregnancy (6-12 weeks)
(mean = SC (n=12p (n=12) (n=12)

Ciax, NG/M 4,668 £ 1,09 5,328 £ 1,63 6,659 + 2,36
AUC12r, ng.h/m 39,370 £ 9,59 45,880 + 17,3¢€ 56,890 * 26,34
Crin, Ng/M 1,922 + 82 2,661 + 1,26 2,851 221

& n=11 for AUG>n

Pharmacokinetic results of total darunavir after administration of darunavir/ritonavir at
800/100 mg once daily as part of an antiretrovirategimen, during the second trimester of
pregnancy, the third trimester of pregnancy and popartum

Pharmacokinetics of | Second trimester of | Third Trimester of Postpartum

total darunavir pregnancy pregnancy (6-12 weeks)
(mean + SC (n=17) (n=15) (n=16)

Cma», NQ/M 4,964 + 1,50 5132 +1,19 7,310+ 1,70
AUC24, Nng.h/m 62,289 + 16,23 61,112 + 13,7¢ 92,116 + 29,24
Chin, Ng/M 1,248 + 54. 1,075 = 59 1,473+1,14

In women receiving darunavir/ritonavir 600/100 mgce daily during the second trimester of

pregnancy, mean intra-individual values for totaluhavir Giax, AUCi2nand Giin were 28%, 26% and
26% lower, respectively, as compared with postparauring the third trimester of pregnancy, total

darunavir Giax, AUC12n and Guin values were 18%, 16% lower and 2% higher, respegtias
compared with postpartum.

In women receiving darunavir/ritonavir 800/100 nrge daily during the second trimester of

pregnancy, mean intra-individual values for totaluhavir Giax, AUC:24nand Giin were 33%, 31% and
30% lower, respectively, as compared with postparaluring the third trimester of preghancy, total

darunavir Giax, AUCz4nh and Guin values were 29%, 32% and 50% lower, respectiasycompared

with postpartum.

5.3 Preclinical safety data

Animal toxicology studies have been conducted pbeures up to clinical exposure levels with
darunavir alone, in mice, rats and dogs and in @coation with ritonavir in rats and dogs.

In repeated-dose toxicology studies in mice, rats@ogs, there were only limited effects of treatme

with darunavir. In rodents the target organs idiexttiwere the haematopoietic system, the blood
coagulation system, liver and thyroid. A variablg limited decrease in red blood cell-related
parameters was observed, together with increassdiirated partial thromboplastin time.




Changes were observed in liver (hepatocyte hygarrovacuolation, increased liver enzymes) and
thyroid (follicular hypertrophy). In the rat, thembination of darunavir with ritonavir lead to aan
increase in effect on RBC parameters, liver andoildyand increased incidence of islet fibrosishia t
pancreas (in male rats only) compared to treatmvéhtdarunavir alone. In the dog, no major toxicity
findings or target organs were identified up toa@syres equivalent to clinical exposure at the
recommended dose.

In a study conducted in rats, the number of corhdea and implantations were decreased in the
presence of maternal toxicity. Otherwise, thereewer effects on mating or fertility with darunavir
treatment up to 1,000 mg/kg/day and exposure |dadtsv (AUC-0.5 fold) of that in human at the
clinically recommended dose. Up to same dose Ietredse was no teratogenicity with darunavir in
rats and rabbits when treated alone nor in miceniteated in combination with ritonavir. The
exposure levels were lower than those with themerended clinical dose in humans. In a pre- and
postnatal development assessment in rats, darumekiand without ritonavir, caused a transient
reduction in body weight gain of the offspring preaning and there was a slight delay in the opening
of eyes and ears. Darunavir in combination withrdvir caused a reduction in the number of pups
that exhibited the startle response on day 15aétimn and a reduced pup survival during lactation
These effects may be secondary to pup exposuhe tactive substance via the milk and/or maternal
toxicity. No post weaning functions were affecteithvdarunavir alone or in combination with
ritonavir. In juvenile rats receiving darunavir iqpdays 23-26, increased mortality was observeld wit
convulsions in some animals. Exposure in plasmat knd brain was considerably higher than in
adult rats after comparable doses in mg/kg betwlega 5 and 11 of age. After day 23 of life, the
exposure was comparable to that in adult rats.ifdreased exposure was likely at least partly due t
immaturity of the drug-metabolising enzymes in joile animals. No treatment related mortalities
were noted in juvenile rats dosed at 1,000 mg/kgraavir (single dose) on day 26 of age or at

500 mg/kg (repeated dose) from day 23 to 50 of age the exposures and toxicity profile were
comparable to those observed in adult rats.

Due to uncertainties regarding the rate of devekgrof the human blood brain barrier and liver
enzymes, darunavir with low dose ritonavir shoudtllme used in paediatric patients below 3 years of
age.

Darunavir was evaluated for carcinogenic potefyabral gavage administration to mice and rats up
to 104 weeks. Daily doses of 150, 450 and 1,00&kgwgere administered to mice and doses of 50,
150 and 500 mg/kg were administered to rats. Dekged increases in the incidences of
hepatocellular adenomas and carcinomas were oloserveales and females of both species. Thyroid
follicular cell adenomas were noted in male ra@dmistration of darunavir did not cause a
statistically significant increase in the incidemmdéeny other benign or malignant neoplasm in noice
rats. The observed hepatocellular and thyroid tusiourodents are considered to be of limited
relevance to humans. Repeated administration oihdair to rats caused hepatic microsomal enzyme
induction and increased thyroid hormone eliminatighich predispose rats, but not humans, to
thyroid neoplasms. At the highest tested dosessytstemic exposures (based on AUC) to darunavir
were between 0.4- and 0.7-fold (mice) and 0.7-&fwld (rats), relative to those observed in humans
at the recommended therapeutic doses.

After 2 years administration of darunavir at expesuat or below the human exposure, kidney
changes were observed in mice (nephrosis) andatatsnic progressive nephropathy).

Darunavir was not mutagenic or genotoxic in a Ipatéin vitro andin vivoassays including bacterial

reverse mutation (Ames), chromosomal aberratidruiman lymphocytes arnd vivo micronucleus
test in mice.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Silica, colloidal anhydrous

Cellulose microcrystalline
Crospovidone

Sodium starch glycolate
Hypromellose

Magnesium stearate

Tablet film-coat

Polyvinyl alcohol, partially hydrolysed
Titanium dioxide (E171)

Macrogol

Talc

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years
In-use shelf life after first opening HDPE bott€0 days

6.4 Special precautions for storage
This medicinal product does not require any spext@hge conditions.
6.5 Nature and contents of container

Darunavir Viatris 75 mq film-coated tablets

PVC/PE/PVDC-AI blister pack containing 480 tabletsl 480x1 tablets.
Cold form PVC/AI/OPA-AI blister pack containing 48@blets and 480x1 tablets.
HDPE bottle pack with a PP screw cap containingté8(ets.

Darunavir Viatris 150 mg film-coated tablets

PVC/PE/PVDC-AI blister pack containing 240 tabletsl 240x1 tablets.
Cold form PVC/AI/OPA-AI blister pack containing 24@blets and 240x1 tablets.
HDPE bottle pack with a PP screw cap containingre® 240 tablets.

Darunavir Viatris 300 mq film-coated tablets

PVC/PE/PVDC-AI blister pack containing 30, 60 araf) Tablets and 120x1 tablets.
Cold form PVC/AI/OPA-AI blister pack containing 360 and 120 tablets and 120x1 tablets.
HDPE bottle pack with a PP screw cap containingra® 120 tablets.

Darunavir Viatris 600 mq film-coated tablets

PVC/PE/PVDC-AI blister pack containing 30 and 6Bl¢ss and 60x1 tablets.
Cold form PVC/AI/OPA-AI blister pack containing 3Md 60 tablets and 60x1 tablets.
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HDPE bottle pack with a PP screw cap containings80 90 tablets.
Not all pack sizes may be marketed.
6.6 Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Darunavir Viatris 75 mg film-coated tablets

EU/1/16/1140/001
EU/1/16/1140/002
EU/1/16/1140/003
EU/1/16/1140/004
EU/1/16/1140/005

Darunavir Viatris 150 mq film-coated tablets

EU/1/16/1140/006
EU/1/16/1140/007
EU/1/16/1140/008
EU/1/16/1140/009
EU/1/16/1140/010
EU/1/16/1140/011

Darunavir Viatris 300 mq film-coated tablets

EU/1/16/1140/012
EU/1/16/1140/013
EU/1/16/1140/014
EU/1/16/1140/015
EU/1/16/1140/016
EU/1/16/1140/017
EU/1/16/1140/018
EU/1/16/1140/019
EU/1/16/1140/020
EU/1/16/1140/021

Darunavir Viatris 600 mg film-coated tablets

EU/1/16/1140/030
EU/1/16/1140/031
EU/1/16/1140/032
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EU/1/16/1140/033
EU/1/16/1140/034
EU/1/16/1140/035
EU/1/16/1140/036
EU/1/16/1140/037
EU/1/16/1140/038

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHO RISATION

Date of first authorisation: 04 January 2017
Date of latest renewal: 16 September 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product i@#able on the website of the European Medicines
Agencyhttp://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 400 mg film-coated tablets
Darunavir Viatris 800 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Darunavir Viatris 400 mg film-coated tablets

Each film-coated tablet contains 400 mg of darunavi

Darunavir Viatris 800 mq film-coated tablets

Each film-coated tablet contains 800 mg of darunavi

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Darunavir Viatris 400 mg film-coated tablets

Film-coated tablet
White to off-white, oval shaped, biconvex film-cedttablets approximately 19.2 mm by 9.6 mm,
debossed with ‘M’ on one side and ‘DV4’ on the othigle.

Darunavir Viatris 800 mq film-coated tablets

Film-coated tablet.
White to off-white, oval shaped, biconvex film-cedttablets approximately 21.2 mm by 10.6 mm,
debossed with ‘M’ on one side and ‘DV8' on the ottide.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Darunavir co-administered with low dose ritonasiimdicated in combination with other antiretrovira
medicinal products for the treatment of patienthvaiuman immunodeficiency virus (HIV-1)
infection.

Darunavir co-administered with cobicistat is indézhin combination with other antiretroviral
medicinal products for the treatment of human imadeiiciency virus (HIV-1) infection in adults
and adolescents (aged 12 years and older, weiglhiegast 40 kg) (see section 4.2).

Darunavir Viatris 400 mg and 800 mg tablets may$ed to provide suitable dose regimens for the
treatment of HIV-1 infection in adult and paediatpatients from the age of 3 years and at leakg40
body weight who are:

° antiretroviral therapy (ART)-naive (see sectia?)4.

° ART-experienced with no darunavir resistance aased mutations (DRV-RAMs) and who
have plasma HIV-1 RNA < 100,000 copies/ml and Codh count> 100 cells x 10L. In
deciding to initiate treatment with darunavir ircelART-experienced patients, genotypic
testing should guide the use of darunavir (seemext.2, 4.3, 4.4 and 5.1).

41



4.2 Posology and method of administration

Therapy should be initiated by a healthcare proveperienced in the management of HIV infection.
After therapy with darunavir has been initiatedjgras should be advised not to alter the dosagse d
form or discontinue therapy without discussing withir healthcare provider.

The interaction profile of darunavir depends on tleBeritonavir or cobicistat is used as
pharmacokinetic enhancer. Darunavir may therefake [ifferent contraindications and
recommendations for concomitant medications depenaln whether the compound is boosted with
ritonavir or cobicistat (see sections 4.3, 4.4 &41x).

Posology

Darunavir must always be given orally with cobiatstr low dose ritonavir as a pharmacokinetic
enhancer and in combination with other antiretavinedicinal products. The Summary of Product
Characteristics of cobicistat or ritonavir as appiate, must therefore be consulted prior to itidia
of therapy with darunavir. Cobicistat is not inde@for use in twice daily regimens or for useha t
paediatric population less than 12 years of agghimg less than 40 kg.

ART-naive adult patients

The recommended dose regimen is 800 mg once d&iyntwith cobicistat 150 mg once daily or
ritonavir 100 mg once daily taken with food. Danvind/iatris 400 mg and 800 mg tablets can be used
to construct the once daily 800 mg regimen.

ART-experienced adult patients

The recommended dose regimens are as follows:

° In ART-experienced patients with no darunavirsesice associated mutations (DRV-RAMs)*
and who have plasma HIV-1 RNA < 100,000 copies/ma @D4+ cell count 100 cells x
10°/L (see section 4.1) a regimen of 800 mg once dkiilly cobicistat 150 mg once daily or
ritonavir 100 mg once daily taken with food mayused. Darunavir 400 mg and 800 mg tablets
can be used to construct the once daily 800 mgnewi

° In all other ART-experienced patients or if HI\&notype testing is not available, the
recommended dose regimen is 600 mg twice dailyntakth ritonavir 100 mg twice daily taken
with food. See the Summary of Product Charactesgor Darunavir Viatris 75 mg, 150 mg,

300 mg or 600 mg tablets.
* DRV-RAMs: V111, V32I, L33F, 147V, 150V, I154M, I54LT74P, L76V, 184V and L89V

ART-naive paediatric patients (3 to 17 years of aige weighing at least 40 kg)

The recommended dose regimen is 800 mg once dakyritonavir 100 mg once daily taken with
food or 800 mg once daily with cobicistat 150 mg®udaily taken with food (in adolescent patients
12 years of age or older). Darunavir Viatris 400ang 800 mg tablets can be used to construct the
once daily 800 mg regimen. The dose of cobicistdiet used with darunavir in children less than 12
years of age has not been established.

ART-experienced paediatric patients (3 to 17 yedqwsge and weighing at least 40 kg)
The dose of cobicistat to be used with darunavahitdren less than 12 years of age has not been
established.

The recommended dose regimens are as follows:

° In ART-experienced patients without DRV-RAMs* awtio have plasma HIV-1 RNA <
100,000 copies/ml and CD4+ cell count00 cells x 10L (see section 4.1) a regimen of 800
mg once daily with ritonavir 100 mg once daily takeith food or 800 mg once daily with
cobicistat 150 mg once daily taken with food (imkedcent patients 12 years of age or older)
may be used. Darunavir Viatris 400 mg and 800 rbtgta can be used to construct the once
daily 800 mg regimen. The dose of cobicistat tabed with darunavir in children less than 12
years of age has not been established.
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° In all other ART-experienced patients or if HI\&notype testing is not available, the
recommended dose regimen described in the Sumrh&@mpduct Characteristics for Darunavir

Viatris 75 mg, 150 mg, 300 mg and 600 mg tablets.
* DRV-RAMSs: V111, V32I, L33F, 147V, 150V, I154M, I54LT74P, L76V, 184V and L89V

Advice on missed doses

If a once daily dose of darunavir and/or cobicistatitonavir is missed within 12 hours of the tiihe

is usually taken, patients should be instructetdke the prescribed dose of darunavir and cobitaista
ritonavir with food as soon as possible. If thisiaticed later than 12 hours after the time itsgally
taken, the missed dose should not be taken anuhtient should resume the usual dosing schedule.

This guidance is based on the half-life of darunawthe presence of cobicistat or ritonavir anel th
recommended dosing interval of approximately 24réiou

If a patient vomits within 4 hours of taking the di@ne, another dose of Darunavir Viatris with
cobicistat or ritonavir should be taken with focdsmon as possible. If a patient vomits more than 4
hours after taking the medicine, the patient da#saed to take another dose of Darunavir Viatris
with cobicistat or ritonavir until the next regulascheduled time.

Special populations

Elderly
Limited information is available in this populaticend therefore, darunavir should be used with
caution in this age group (see sections 4.4 anjd 5.2

Hepatic impairment

Darunavir is metabolised by the hepatic systemdbke adjustment is recommended in patients with
mild (Child-Pugh Class A) or moderate (Child-PudhsS B) hepatic impairment, however, darunavir
should be used with caution in these patients. INompacokinetic data are available in patients with
severe hepatic impairment. Severe hepatic impairoaiid result in an increase of darunavir
exposure and a worsening of its safety profile.réfoge, darunavir must not be used in patients with
severe hepatic impairment (Child-Pugh Class C) ¢setons 4.3, 4.4 and 5.2).

Renal impairment

No dose adjustment is required for darunavir/ritdnia patients with renal impairment (see sections
4.4 and 5.2). Cobicistat has not been studiedtiema receiving dialysis, and, therefore, no
recommendation can be made for the use of dardoabicistat in these patients.

Cobicistat inhibits the tubular secretion of cre@ie and may cause modest increases in serum
creatinine and modest declines in creatinine clesraHence, the use of creatinine clearance as an
estimate of renal elimination capacity may be naidleg. Cobicistat as a pharmacokinetic enhancer of
darunavir should, therefore, not be initiated itigges with creatine clearance less than 70 mlifin

any co-administered agent requires dose adjustbhaeetd on creatinine clearance: e.g. emtricitabine,
lamivudine, tenofovir disoproxil (as fumarate, pploate or succinate) or adefovir dipovoxil.

For information on cobicistat, consult the cob&issummary of Product Characteristics.

Paediatric population

Darunavir should not be used in children

- below 3 years of age, because of safety con¢eeessections 4.4 and 5.3), or,

- less than 15 kg body weight, as the dose forpgbmulation has not been established in a
sufficient number of patients (see section 5.1).

Darunavir taken with cobicistat should not be usechildren aged 3 to 11 years of age weighing

< 40 kg as the dose of cobicistat to be used isetlohildren has not been established (see sedtidns
and 5.3).
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Darunavir Viatris 400 mg and 800 mg tablets areso@thble for this patient population. Other
formulations are available, see the Summary of Bzb@haracteristics for Darunavir Viatris 75 mg,
150 mg, 300 mg, 600 mg tablets.

Pregnancy and postpartum

No dose adjustment is required for darunavir/riténduring pregnancy and postpartum.
Darunavir/ritonavir should be used during pregnamaly if the potential benefit justifies the poteht
risk (see sections 4.4, 4.6 and 5.2).

Treatment with darunavir/cobicistat 800/150 mg ngipregnancy results in low darunavir exposure
(see sections 4.4 and 5.2). Therefore, therapyDattunavir/cobicistat should not be initiated dgrin
pregnancy, and women who become pregnant durimgpievith Darunavir/cobicistat should be
switched to an alternative regimen (see sectiohgadd 4.6). Darunavir/ritonavir may be considered a
an alternative.

Method of administration

Patients should be instructed to take Darunavitriiavith cobicistat or low dose ritonavir within
30 minutes after completion of a meal. The typ#otli does not affect the exposure to darunavir (see
sections 4.4, 4.5 and 5.2).

4.3 Contraindications
Hypersensitivity to the active substance or to afnhe excipients listed in section 6.1.
Patients with severe (Child-Pugh Class C) hepatjmirment.

Concomitant treatment with any of the following rie@oll products given the expected decrease in
plasma concentrations of darunavir, ritonavir anticistat and the potential for loss of therapeutic
effect (see sections 4.4 and 4.5).

Applicable to darunavir boosted with either ritoimaor cobicistat:

- The combination product lopinavir/ritonavir (seetsan 4.5).

- The strong CYP3A inducers rifampicin and herbapprations containing St John's wort
(Hypericum perforatum). Co-administration is exgelcto reduce plasma concentrations of
darunavir, ritonavir and cobicistat, which coulddeto loss of therapeutic effect and possible
development of resistance (see sections 4.4 and 4.5

Applicable to darunavir boosted with cobicistatt when boosted with ritonavir:

- Darunavir boosted with cobicistat is more sensitoareCYP3A induction than darunavir
boosted with ritonavir. Concomitant use with str@\P3A inducers is contraindicated, since
these may reduce the exposure to cobicistat anchakair leading to loss of therapeutic effect.
Strong CYP3A inducers include e.g. carbamazepinengbarbital and phenytoin (see sections
4.4 and 4.5).

Darunavir boosted with either ritonavir or cobiaisinhibits the elimination of active substances th
are highly dependent on CYP3A for clearance, wheshults in increased exposure to the co-
administered medicinal product. Therefore, concantitreatment with such medicinal products for
which elevated plasma concentrations are associatbhderious and/or life-threatening events is
contraindicated (applies to darunavir boosted wither ritonavir or cobicistat). These active
substances include e.g.:

- alfuzosin

- amiodarone, bepridil, dronedarone, ivabradine,idine, ranolazine

- astemizole, terfenadine

- colchicine when used in patients with renal antigpatic impairment (see section 4.5)

- ergot derivatives (e.g. dihydroergotamine, ergoimetrergotamine, methylergonovine)

- elbasvir/grazoprevir
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- cisapride

- dapoxetine

- domperidone

- naloxegol

- lurasidone, pimozide, quetiapine, sertindole (sati@n 4.5)

- triazolam, midazolam administered orally (for canton parenterally administered midazolam,
see section 4.5)

- sildenafil - when used for the treatment of pulmgreaterial hypertension, avanafil

- simvastatin, lovastatin and lomitapide (see sectiéh

- ticagrelor (see section 4.5).

4.4  Special warnings and precautions for use

Regular assessment of virological response is advia the setting of lack or loss of virological
response, resistance testing should be performed.

Darunavir 400 mg or 800 mg must always be givelyovath cobicistat or low dose ritonavir as a
pharmacokinetic enhancer and in combination witieoantiretroviral medicinal products (see section
5.2). The Summary of Product Characteristics ofaistat or ritonavir as appropriate, must therefore
be consulted prior to initiation of therapy withrdaavir.

Increasing the dose of ritonavir from that recomdsshin section 4.2 did not significantly affect
darunavir concentrations. It is not recommendealtir the dose of cobicistat or ritonavir.

Darunavir binds predominantly ta-acid glycoprotein. This protein binding is congetibn-
dependent indicative for saturation of binding. rEfiere, protein displacement of medicinal products
highly bound tax-acid glycoprotein cannot be ruled out (see sectibh

ART-experienced patients — once daily dosing

Darunavir used in combination with cobicistat owldose ritonavir once daily in ART-experienced
patients should not be used in patients with ormaare darunavir resistance associated mutations
(DRV-RAMS) or HIV-1 RNA> 100,000 copies/ml or CD4+ cell count < 100 cell¥L (see
section 4.2). Combinations with optimised backgbtegimen (OBRs) other than2 NRTIs have
not been studied in this population. Limited dataavailable in patients with HIV-1 clades otharth
B (see section 5.1).

Paediatric population

Darunavir is not recommended for use in paedig@itents below 3 years of age or less than 15 kg
body weight (see sections 4.2 and 5.3).

Pregnancy

Darunavir/ritonavir should be used during pregnamaly if the potential benefit justifies the poteht
risk. Caution should be used in pregnant women eaticomitant medications which may further
decrease darunavir exposure (see sections 4.52nd 5

Treatment with darunavir/cobicistat 800/150 mg odasy during the second and third trimester has
been shown to result in low darunavir exposurehaiteduction of around 90% in&levels (see
section 5.2). Cobicistat levels decrease and mapnowide sufficient boosting. The substantial
reduction in darunavir exposure may result in wgital failure and an increased risk of mother to
child transmission of HIV infection. Therefore, thpy with Darunavir/cobicistat should not be
initiated during pregnancy, and women who becoregmant during therapy with

Darunavir/cobicistat should be switched to an afigve regimen (see sections 4.2 and 4.6). Darunavi
given with low dose ritonavir may be considerecaslternative.
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Elderly

As limited information is available on the use afahavir in patients aged 65 and over, caution
should be exercised in the administration of davitna elderly patients, reflecting the greater
frequency of decreased hepatic function and of @mitant disease or other therapy (see sections 4.2
and 5.2).

Severe skin reactions

During the darunavir/ritonavir clinical developmegmobgram (N=3,063), severe skin reactions, which
may be accompanied with fever and/or elevatiortsamisaminases, have been reported in 0.4% of
patients. DRESS (Drug Rash with Eosinophilia anst&yic Symptoms) and Stevens-Johnson
syndrome has been rarely (< 0.1%) reported, andglpost-marketing experience toxic epidermal
necrolysis and acute generalised exanthematouslpsisthave been reported. Darunavir should be
discontinued immediately if signs or symptoms afese skin reactions develop. These can include,
but are not limited to, severe rash or rash accoiedey fever, general malaise, fatigue, muscle or
joint aches, blisters, oral lesions, conjunctiyitispatitis and/or eosinophilia.

Rash occurred more commonly in treatment-experipatients receiving regimens containing
darunavir/ritonavir + raltegravir compared to patgereceiving darunavir/ritonavir without raltegirav
or raltegravir without darunavir (see section 4.8).

Darunavir contains a sulphonamide moiety. Darunsiviuld be used with caution in patients with a
known sulphonamide allergy.

Hepatotoxicity

Drug-induced hepatitis (e.g. acute hepatitis, gytohepatitis) has been reported with darunavir.
During the darunavir/ritonavir clinical developmgmbgram (N=3,063), hepatitis was reported in
0.5% of patients receiving combination antiretravtherapy with darunavir/ritonavir. Patients with
pre-existing liver dysfunction, including chronict&e hepatitis B or C, have an increased risk for
liver function abnormalities including severe ardemtially fatal hepatic adverse reactions. In adse
concomitant antiviral therapy for hepatitis B orpglzase refer to the relevant product informatiam f
these medicinal products.

Appropriate laboratory testing should be condugiéar to initiating therapy with darunavir used in
combination with cobicistat or low dose ritonaundgpatients should be monitored during treatment.
Increased AST/ALT monitoring should be consideregatients with underlying chronic hepatitis,
cirrhosis, or in patients who have pre-treatmeetations of transaminases, especially during tisé fi
several months of darunavir used in combinatioih witbicistat or low dose ritonavir treatment.

If there is evidence of new or worsening liver dysftion (including clinically significant elevaticsf
liver enzymes and/or symptoms such as fatigue eximrnausea, jaundice, dark urine, liver
tenderness, hepatomegaly) in patients using darumsed in combination with cobicistat or low dose
ritonavir, interruption or discontinuation of treant should be considered promptly.

Patients with coexisting conditions

Hepatic impairment

The safety and efficacy of darunavir have not bestablished in patients with severe underlyinglive
disorders and darunavir is therefore contraindecatepatients with severe hepatic impairment. Que t
an increase in the unbound darunavir plasma coratemts, darunavir should be used with caution in
patients with mild or moderate hepatic impairmesae(sections 4.2, 4.3 and 5.2).

Renal impairment

No special precautions or dose adjustments fomdait/ritonavir are required in patients with renal
impairment. As darunavir and ritonavir are highbubd to plasma proteins, it is unlikely that they
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will be significantly removed by haemodialysis @riponeal dialysis. Therefore, no special
precautions or dose adjustments are required getpatients (see sections 4.2 and 5.2). Cobitiatat
not been studied in patients receiving dialysisréfore, no recommendation can be made for the use
of darunavir/cobicistat in these patients (seeiceet.2).

Cobicistat decreases the estimated creatinineacieardue to inhibition of tubular secretion of
creatinine. This should be taken into considerafidlarunavir with cobicistat is administered to
patients in whom the estimated creatinine clear@ased to adjust doses of co-administered
medicinal products (see section 4.2 and cobic&taPC).

There are currently inadequate data to determirethin co-administration of tenofovir disoproxil and
cobicistat is associated with a greater risk oftaverse reactions compared with regimens that
include tenofovir disoproxil without cobicistat.

Haemophiliac patients

There have been reports of increased bleedingidimad spontaneous skin haematomas and
haemarthrosis in patients with haemophilia typend B treated with Pls. In some patients additional
factor VIII was given. In more than half of the cefed cases, treatment with Pls was continued or
reintroduced if treatment had been discontinuedadsal relationship has been suggested, although
the mechanism of action has not been elucidateemidphiliac patients should, therefore, be made
aware of the possibility of increased bleeding.

Weight and metabolic parameters

An increase in weight and in levels of blood lipaded glucose may occur during antiretroviral
therapy. Such changes may in part be linked tadeseontrol and life style. For lipids, there is in
some cases evidence for a treatment effect, whilev€ight gain there is no strong evidence relating
this to any particular treatment. For monitoringotfod lipids and glucose reference is made to
established HIV treatment guidelines. Lipid disesdghould be managed as clinically appropriate.

Osteonecrosis

Although the aetiology is considered to be multifaial (including corticosteroid use, alcohol
consumption, severe immunosuppression, higher brabs index), cases of osteonecrosis have been
reported particularly in patients with advanced Hligease and/or long-term exposure to combination
antiretroviral therapy (CART). Patients should beised to seek medical advice if they experience
joint aches and pain, joint stiffness or difficuitymovement.

Immune reconstitution inflammatory syndrome

In HIV infected patients with severe immune defiayg at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory réan to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinicaltom ] or aggravation of symptoms. Typically,
such reactions have been observed within theviiegkks or months of initiation of CART. Relevant
examples are cytomegalovirus retinitis, generalesgfor focal mycobacterial infections and
pneumonia caused Bneumocystis jirovec{formerly known ag?neumocystis cariniiAny
inflammatory symptoms should be evaluated andrtreat instituted when necessary. In addition,
reactivation of herpes simplex and herpes zostbhan observed in clinical studies with darunavir
co-administered with low dose ritonavir.

Autoimmune disorders (such as Graves’ disease @th@anune hepatitis) have also been reported to
occur in the setting of immune reactivation; howetee reported time to onset is more variable and
these events can occur many months after initiatfdreatment (see section 4.8).

Interactions with medicinal products

Several of the interaction studies have been peddrwith darunavir at lower than recommended
doses. The effects on co-administered medicinayms may thus be underestimated and clinical
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monitoring of safety may be indicated. For fulldrhation on interactions with other medicinal
products see section 4.5.

Pharmacokinetic enhancer and concomitant medication

Darunavir has different interaction profiles degegdn whether the compound is boosted with

ritonavir or cobicistat:

- Darunavir boosted with cobicistat is more sensitoreCYP3A induction: concomitant use of
darunavir/cobicistat and strong CYP3A inducerhéafore contraindicated (see section 4.3),
and concomitant use with weak to moderate CYP3Adrds is not recommended (see section
4.5). Concomitant use of darunavir/ritonavir ancudavir/cobicistat with lopinavir/ritonavir,
rifampicin and herbal products containing St Jolwst, Hypericum perforatums
contraindicated (see section 4.5).

- Unlike ritonavir, cobicistat does not have induceftpcts on enzymes or transport proteins (see
section 4.5). If switching the pharmacoenhancanfridonavir to cobicistat, caution is required
during the first two weeks of treatment with darinaobicistat, particularly if doses of any
concomitantly administered medicinal products hasen titrated or adjusted during use of
ritonavir as a pharmacoenhancer. A dose reducfitimecco-administered drug may be needed
in these cases.

Efavirenz in combination with boosted darunavir mesult in sub-optimal darunavirf. If efavirenz
is to be used in combination with darunavir, theudavir/ritonavir 600/100 mg twice daily regimen
should be used. See the Summary of Product Chesticiefor Darunavir Viatris 75 mg, 150 mg, 300
mg and 600 mg tablets (see section 4.5).

Life-threatening and fatal drug interactions hagerbreported in patients treated with colchicing an
strong inhibitors of CYP3A and P-glycoprotein (P-gpe sections 4.3 and 4.5).

Darunavir Viatris contains sodium

Darunavir Viatris 400 mg and 800 mg film-coatedé#Hcontain less than 1 mmol sodium (23 mg)
per dose, that is to say essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and aher forms of interaction

The interaction profile of darunavir may differ @egling on whether ritonavir or cobicistat is used a
pharmacoenhancer. The recommendations given faooaitant use of darunavir and other medicinal
products may therefore differ depending on whetlaeunavir is boosted with ritonavir or cobicistat
(see sections 4.3 and 4.4), and caution is alsorezhduring the first time of treatment if switobi

the pharmacoenhancer from ritonavir to cobicistae(section 4.4).

Medicinal products that affect darunavir exposurterfavir as pharmacoenhancer)

Darunavir and ritonavir are metabolised by CYP3Adiginal products that induce CYP3A activity
would be expected to increase the clearance ohdsanuand ritonavir, resulting in lowered plasma
concentrations of these compounds and consequbatlpf darunavir, leading to loss of therapeutic
effect and possible development of resistanceqsetions 4.3 and 4.4). CYP3A inducers that are
contraindicated include rifampicin, St John's vamtl lopinavir.

Co-administration of darunavir and ritonavir witther medicinal products that inhibit CYP3A may
decrease the clearance of darunavir and ritonatich may result in increased plasma concentrations
of darunavir and ritonavir. Co-administration witnong CYP3A4 inhibitors is not recommended and
caution is warranted, these interactions are desdiin the interaction table below (e.g. indinavir,
azole antifungals like clotrimazole).
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Medicinal products that affect darunavir exposwbicistat as pharmacoenhancer)

Darunavir and cobicistat are metabolised by CYR8#A co-administration with CYP3A inducers

may therefore result in subtherapeutic plasma expd®s darunavir. Darunavir boosted with cobicistat
is more sensitive to CYP3A induction than ritongbrosted darunavir: co-administration of
darunavir/cobicistat with medicinal products that strong inducers of CYP3A (e.g. St John's wort,
rifampicin, carbamazepine, phenobarbital, and ptoémyis contraindicated (see section 4.3).
Co-administration of darunavir/cobicistat with waakmoderate CYP3A inducers (e.g. efavirenz,
etravirine, nevirapine, fluticasone, and bosenimnpt recommended (see interaction table below).

For co-administration with strong CYP3A4 inhibitptise same recommendations apply independent
of whether darunavir is boosted with ritonavir dthacobicistat (see section above).

Medicinal products that may be affected by darunbwosted with ritonavir

Darunavir and ritonavir are inhibitors of CYP3A, 3D6 and P-gp. Co-administration of
darunavir/ritonavir with medicinal products primgnnetabolised by CYP3A and/or CYP2D6 or
transported by P-gp may result in increased systemposure to such medicinal products, which
could increase or prolong their therapeutic eféert adverse reactions.

Darunavir co-administered with low dose ritonavuishnot be combined with medicinal products that
are highly dependent on CYP3A for clearance anavfich increased systemic exposure is associated
with serious and/or life-threatening events (nartberapeutic index) (see section 4.3).

Co-administration of boosted darunavir with drulgatthave active metabolite(s) formed by CYP3A
may result in reduced plasma concentrations okthesve metabolite(s), potentially leading to logs
their therapeutic effect (see the Interaction télslew).

The overall pharmacokinetic enhancement effecitbpavir was an approximate 14-fold increase in
the systemic exposure of darunavir when a singse @é 600 mg darunavir was given orally in
combination with ritonavir at 100 mg twice dailyh@refore, darunavir must only be used in
combination with a pharmacokinetic enhancer (set@es 4.4 and 5.2).

A clinical study utilising a cocktail of medicinpfoducts that are metabolised by cytochromes
CYP2C9, CYP2C19 and CYP2D6 demonstrated an inciad8¥P2C9 and CYP2C19 activity and
inhibition of CYP2D6 activity in the presence ofrdaavir/ritonavir, which may be attributed to the
presence of low dose ritonavir. Co-administratibdarunavir and ritonavir with medicinal products
which are primarily metabolised by CYP2D6 (suclilesainide, propafenone, metoprolol) may result
in increased plasma concentrations of these medipioducts, which could increase or prolong their
therapeutic effect and adverse reactions. Co-adtraion of darunavir and ritonavir with medicinal
products primarily metabolised by CYP2C9 (such asfavin) and CYP2C19 (such as methadone)
may result in decreased systemic exposure to sedicinal products, which could decrease or
shorten their therapeutic effect.

Although the effect on CYP2C8 has only been stuifiedtro, co-administration of darunavir and
ritonavir and medicinal products primarily metakelil by CYP2C8 (such as paclitaxel, rosiglitazone,
repaglinide) may result in decreased systemic expd® such medicinal products, which could
decrease or shorten their therapeutic effect.

Ritonavir inhibits the transporters P-glycoprotédATP1B1 and OATP1B3, and co-administration
with substrates of these transporters can resuitineased plasma concentrations of these compounds
(e.g. dabigatran etexilate, digoxin, statins anselntan; see the Interaction table below).

Medicinal products that may be affected by darunbwosted with cobicistat

The recommendations for darunavir boosted witmatar are similar to the recommendation for
darunavir boosted with cobicistat with regard tbsttates of CYP3A4, CYP2D6, P-glycoprotein,
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OATP1B1 and OATP1B3 (see contraindications andmegendations presented in the section
above). Cobicistat 150 mg given with darunavir &once daily enhances darunavir
pharmacokinetic parameters in a comparable wayoioavir (see section 5.2).

Unlike ritonavir, cobicistat does not induce CYP1&'P2B6, CYP2C8, CYP2C9, CYP2C19 or
UGT1AL. For further information on cobicistat, calighe cobicistat Summary of Product
Characteristics.

Interaction table
Interaction studies have only been performed iritadu

Several of the interaction studies (indicated bythe table below) have been performed at lowant
recommended doses of darunavir or with a diffedesing regimen (see section 4.2 Posology). The
effects on co-administered medicinal products rhag be underestimated and clinical monitoring of
safety may be indicated.

The interaction profile of darunavir depends on tleberitonavir or cobicistat is used as
pharmacokinetic enhancer. Darunavir may therefake lifferent recommendations for concomitant
medications depending on whether the compoundastbd with ritonavir or cobicistat. No
interaction studies presented in the table hava pedormed with darunavir boosted with cobicistat.
The same recommendations apply, unless specificallgated. For further information on cobicistat,
consult the cobicistat Summary of Product Charesties.

Interactions between darunavir/ritonavir and amingral and non-antiretroviral medicinal products
are listed in the table below. The direction of éineow for each pharmacokinetic parameter is based
on the 90% confidence interval of the geometricm@dio being within{), below () or above )

the 80-125% range (not determined as “ND”).

In the table below the specific pharmacokineticagrder is specified when recommendations differ.
When the recommendation is the same for darunawenveo-administered with a low dose ritonavir
or cobicistat, the term “boosted darunavir” is used

The below list of examples of drug -drug interaasios not comprehensive and therefore the label of
each drug that is co-administered with darunaviuhbe consulted for information related to the
route of metabolism, interaction pathways, potémisis, and specific actions to be taken with rdga
to co-administration.

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by Interaction Recommendations concerning co-
therapeutic areas Geometric mean change (%) administration

HIV ANTIRETROVIRALS
Integrase strand transfer inhibitors

Dolutegravir dolutegravir AUQ 22%
dolutegravir Gan |38%
dolutegravir Gax | 11%
darunavire*

* Using cross-study comparisons to
historical pharmacokinetic d:

Boosted darunavir and dolutegravir
can be used without dose adjustmept.

Raltegravir

Some clinical studies suggest
raltegravir may cause a modest
decrease in darunavir plasma
concentrations.

At present the effect of raltegravir o
darunavir plasma concentrations dg
not appear to be clinically relevant.

Boosted darunavir and raltegravir ¢

es

be used without dose adjustme
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

Nucleo(s/t)ide reverse transcriptase inhibitors (NR)

Didanosine
400 mg once daily

didanosine AUQ 9%
didanosine Gin ND
didanosine Gax| 16%
darunavir AUC—
darunavir Gn <
darunavir Gax <

Boosted darunavir and didanosine
can be used without dose
adjustments.

Didanosine is to be administered on

an empty stomach, thus it should be

administered 1 hour before or 2 hod
after boosted darunavir given with
food.

Tenofovir disoproxil 245 mg
once daily

tenofovir AUCT 22%

tenofovir Gnin 1 37%

tenofovir Gnax 1 24%

*darunavir AUCT 21%
*darunavir Gin T 24%

“darunavir Gax T 16%

(1 tenofovir from effect on MDR-1
transport in the renal tubules)

Monitoring of renal function may be
indicated when boosted darunavir is
given in combination with tenofovir
disoproxil, particularly in patients
with underlying systemic or renal
disease, or in patients taking
nephrotoxic agents.

Darunavir co-administered with
cobicistat lowers the creatinine
clearance. Refer to section 4.4 if
creatinine clearance is used for dos|
adjustment of tenofovir disopro»

Emtricitabine/tenofovir

Tenofovir alafenamide->

The recommended dose of

alafenamide Tenofovirt emtricitabine/tenofovir alafenamide
is 200/10 mg once daily when used
with boosted darunav

Abacavir Not studied. Based on the different Boosted darunavir can be used with

Emtricitabine elimination pathways of the other | these NRTIs without dose

Lamivudine NRTIs zidovudine, emtricitabine, | adjustment.

Stavudine stavudine, lamivudine, that are

Zidovudine primarily renally excreted, and Darunavir co-administered with

abacavir for which metabolism is
not mediated by CYP450, no
interactions are expected for thesg
medicinal compounds and booste

cobicistat lowers the creatinine

clearance. Refer to section 4.4 if

creatinine clearance is used for dos
| adjustment of emtricitabine or

darunavir

lamivudine
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

Non-nucleo(s/t)ide reverse transcriptase inhibitafSNRTIs)

Efavirenz
600 mg once daily

efavirenz AUCT 21%
efavirenz Gin 1 17%
efavirenz Gax 1 15%
*darunavir AUC | 13%
*darunavir Gin | 31%
“darunavir Gax | 15%

(1 efavirenz from CYP3A
inhibition)

(} darunavir from CYP3A
induction)

Clinical monitoring for central
nervous system toxicity associated
with increased exposure to efaviren
may be indicated when darunavir cq
administered with low dose ritonavil
is given in combination with
efavirenz.

Efavirenz in combination with

darunavir/ritonavir 800/100 mg once

daily may result in sub-optimal
darunavir Gin. If efavirenz is to be
used in combination with
darunavir/ritonavir, the
darunavir/ritonavir 600/100 mg twic
daily regimen should be used (see
section 4.4).

Co-administration with darunavir cor

administered with cobicistat is not
recommended (see section 4

N

1%

Etravirine
100 mg twice daily

etravirine AUC | 37%
etravirine Gin | 49%
etravirine Guax | 32%
darunavir AUC?T 15%

darunavir Gin <>
darunavir Gax <>

Darunavir co-administered with low
dose ritonavir and etravirird0 mg
twice daily can be used without dos
adjustments.

Co-administration with darunavir cor

administered with cobicistat is not
recommended (see section 4.4).

D

Nevirapine
200 mg twice daily

nevirapine AUCt 27%
nevirapine Gin 1 47%
nevirapine Gaxt 18%
#darunavir: concentrations were
consistent with historical data
(1 nevirapine from CYP3A
inhibition)

Darunavir co-administered with low
dose ritonavir and nevirapine can b
used without dose adjustments.

Co-administration with darunavir cor

administered with cobicistat is not
recommended (see section 4

1%

Rilpivirine
150 mg once daily

rilpivirine AUC 1 130%
rilpivirine Cmin T 178%
rilpivirine Cmax 1 79%
darunavir AUC—
darunavir Gin | 11%
darunavir (max <

Boosted darunavir and rilpivirine ca
be used without dose adjustments.

=

52
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Medicinal products by Interaction Recommendations concerning co-

therapeutic areas Geometric mean change (%) administration

HIV Protease inhibitors (PIs) - without additionato-administration of low dose ritonavirt

Atazanavir atazanavir AUG—~ Darunavir co-administered with low

300 mg once daily atazanavir Gin 1 52% dose ritonavir and atazanavir can be
atazanavir Gax| 11% used without dose adjustments.
#darunavir AUC—
#darunavir Gin < Darunavir co-administered with
#darunavir Gax < cobicistat should not be used in

combination with another

Atazanavir: comparison of antiretroviral agent that requires

=+

atazanavir/ritonavir 300/100 mg | pharmacoenhancement by means g
once daily vs. atazanavir 300 mg | co- administration with an inhibitor
once daily in combination with of CYP3A4 (see section 4.5).
darunavir/ritonavir 400/100 mg
twice daily.

Darunavir: comparison of
darunavir/ritonavir 400/100 mg
twice daily vs. darunavir/ritonavir
400/100 mg twice daily in
combination with atazanavir 300
mg once daily

Indinavir indinavir AUC T 23% When used in combination with

800 mg twice daily indinavir Gnin T 125% darunavir co-administered with low
indinavir Guay <> _dos_e rit_onavir, dose adjugstmen_t of
#darunavir AUCT 24% indinavir from 800 mg twice daily to

600 mg twice daily may be warranted

# i . 0, . .
darunavir Gin T 44% in case of intolerance.

*darunavir Gax T 11%
Darunavir co-administered with

Indinavir: comparison of cobicistat should not be used in
indinavir/ritonavir 800/100 mg combination with another

twice daily vs. antiretroviral agent that requires
indinavir/darunavir/ritonavir pharmacoenhancement by means of
800/400/100 mg twice daily. co- administration with an inhibitor
Darunavir: comparison of of CYP3A4 (see section 4.5).

darunavir/ritonavir 400/100 mg
twice daily vs. darunavir/ritonavir
400/100 mg in combination with
indinavir 800 mg twice dail

Saquinavir *darunavir AUC | 26% It is not recommended to combine

1,000 mg twice daily *darunavir Gin | 42% darunavir co-administered with low
#darunavir Gax | 17% dose ritonavir with saquinavir.
saqu!nav!r AUC/ 6% Darunavir co-administered with
saquinavir Gin | 18% cobicistat should not be used in
saquinavir Gax | 6% combination with another

antiretroviral agent that requires

Saquinavir: comparison of pharmacoenhancement by means of
saquinavir/ritonavir 1,000/100 mg | co- administration with an inhibitor
twice daily vs. of CYP3A4 (see section 4.5).

saquinavir/darunavir/ritonavir
1,000/400/100 mg twice daily
Darunavir: comparison of
darunavir/ritonavir 400/100 mg
twice daily vs. darunavir/ritonavir
400/100 mg in combination with
saquinavir 1,000 mg twice dai
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Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

HIV Protease inhibitors (Pls

) - with co-administrain of low dose

ritonavirt

Lopinavir/ritonavir 400/100
mg twice daily

Lopinavir/ritonavir
533/133.3 mg twice daily

lopinavir AUC T 9%
lopinavir Gnin T 23%
lopinavir Gnax 4 2%
darunavir AUC | 38%
darunavir Gin | 51%
darunavir Gax | 21%
lopinavir AUC «
lopinavir Gnin T 13%
lopinavir Grax T 11%
darunavir AUC | 41%
darunavir Gin { 55%
darunavir Gax | 21%

* based upon non dose normalise(
value:

Due to a decrease in the exposure
(AUC) of darunavir by 40%,
appropriate doses of the combinatia
have not been established. Hence,
concomitant use of boosted daruna
and the combination product
lopinavir/ritonavir is contraindicated
(see section 4.3).

VIr

CCR5 ANTAGONIST

Maraviroc
150 mg twice daily

maraviroc AUCt 305%

maraviroc Gin ND

maraviroc Gax 1 129%

darunavir, ritonavir concentrations|
were consistent with historical d

The maraviroc dose should be 150
mg twice daily when co-administere
with boosted darunavir.

a1l-ADRENORECEPTOR A

NTAGONIST

Alfuzosin

Based on theoretical consideratio
darunavir is expected to increase
alfuzosin plasma concentrations.

(CYP3A inhibition’

nsCo-administration of boosted
darunavir and alfuzosin is
contraindicated (see section 4.3).

ANAESTHETIC

Alfentanil

Not studied. The metabolism of
alfentanil is mediated via CYP3A,
and may as such be inhibited by
boosted darunavir.

The concomitant use with boosted
darunavir may require to lower the
dose of alfentanil and requires
monitoring for risks of prolonged or
delayed respiratory depressi

ANTIANGINA/ANTIARRHYTHMIC

Disopyramide
Flecainide

Lidocaine (systemic)
Mexiletine
Propafenone

Amiodarone Bepridil
Dronedarone Ivabradine
Quinidine Ranolazine

Not studied. Boosted darunavir is
expected to increase these
antiarrhythmic plasma
concentrations.

(CYP3A and/or CYP2D6
inhibition)

Caution is warranted and ther apeu
concentration monitoring, if
available, is recommended for these
antiarrhythmics when co-
administered with boosted darunavi

Co-administration of boosted
darunavir and amiodarone, bepridil,
dronedarone, ivabradine, quinidine,
or ranolazine is contraindicated (se¢
section 4.3

ic

17

%4

Digoxin
0.4 mg single dose

digoxin AUC? 61%

digoxin Gyin ND

digoxin Gnaxt 29%

(1 digoxin from probable inhibition
of P-gp)

Given that digoxin has a narrow
therapeutic index, it is recommende
that the lowest possible dose of
digoxin should initially be prescribec
in case digoxin is given to patients (
boosted darunavir therapy. The
digoxin dose should be carefully
titrated to obtain the desired clinical
effect while assessing the overall

clinical state of the subje

)
n
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Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

ANTIBIOTIC

Clarithromycin
500 mg twice daily

clarithromycin AUCt 57%
clarithromycin Gin 1 174%
clarithromycin Gaxt 26%
*darunavir AUC | 13%
*darunavir Gin T 1%
“darunavir Gax | 17%
14-OH-clarithromycin
concentrations were not detectabl
when combined with
darunavir/ritonavir.

(1 clarithromycin from CYP3A
inhibition and possible P-gp
inhibition)

Caution should be exercised when
clarithromycin is combined with
boosted darunavir.

For patients with renal impairment
the Summary of Product
Characteristics for clarithromycin

| should be consulted for the

" recommended dose.

ANTICOAGULANT/PLATEL

ET AGGREGATION INHIBITOR

Apixaban
Rivaroxaban

Not studied. Co-administration of
boosted daruanvir with these
anticoagulants may increase
concentrations of the anticoagulan
(CYP3A and/or P-gp inhibition)

The use of boosted darunavir with g
direct oral anticoagulant (DOAC)
that is metabolised by CYP3A4 and
ttransported by P-gp is not
recommended as this may lead to 3
increased bleeding ri.

Dabigatran etexilate
Edoxaban

Ticagrelor

Clopidogrel

dabigatran etexilate (150 mg):
darunavir/ritonavir 800/100 mg
single dose:

dabigatran AUC 72%
dabigatran Cmax 64%

darunavir/ritonavir 800/100 mg
once dalily:

dabigatran AUC 18%
dabigatran Cmax 22%

darunavir/cobicistat 800/150 mg
single dose:

dabigatran AUC 164%
dabigatran Cmax 164%

darunavir/cobicistat 800/150 mg
once dalily:

dabigatran AUC 88%
dabigatran Cmax 99%

Based on theoretical consideratio
co-administration of boosted
darunavir with ticagrelor may
increase concentrations of ticagre
(CYP3A and/or P-glycoprotein
inhibition).

Not studied. Co-administration of
clopidogrel with boosted darunavir
is expected to decrease clopidogré
active metabolite plasma
concentration, which may reduce
the antiplatelet activity of

Darunavir/ritonavir:

Clinical monitoring and/or dose
reduction of the DOAC should be
considered when a DOAC
transported by P-gp but not
metabolised by CYP3A4, including
dabigatran etexilate and edoxaban,
co-administered with darunavir/rtv.

Darunavir/cobicistat:

Clinical monitoring and dose
reduction is required when a DOAC|
transported by P-gp but not
metabolised by CYP3A4, including
dabigatran etexilate and edoxaban,

n§oncomitant administration of
boosted darunavir with ticagrelor is
contraindicated (see section 4.3).
or

Co-administration of clopidogrel
with boosted darunavir is not
2lrecommended.

Use of other antiplatelets not affecte
by CYP inhibition or induction (e.g.
prasugrel) is recommend

co-administered with darunavir/cobil.

is

is

2d

clopidogrel
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Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

Warfarin

Not studied. Warfarin
concentrations may be affected

It is recommended that the
international normalised ratio (INR)

when co- administered with boostTdJe monitored when warfarin is

darunavir

combined with boosted daruna

ANTICONVULSANTS

Phenobarbital
Phenytoin

Not studied. Phenobarbital and
phenytoin are expected to decreag
plasma concentrations of darunav
and its pharmacoenhancer.
(induction of CYP450 enzymes)

Darunavir co-administered with low
adose ritonavir should not be used in
rcombination with these medicines.

The use of these medicines with
darunavir/cobicistat is
contraindicated (see section 4

Carbamazepine 200 mg
twice daily

carbamazepine AUC 45%
carbamazepine & T 54%
carbamazepine fax 1 43%
darunavir AUC—
darunavir Gin | 15%

darunavir Gax <>

No dose adjustment for
darunavir/ritonavir is recommended
If there is a need to combine
darunavir/ritonavir and
carbamazepine, patients should be
monitored for potential
carbamazepine-related adverse
events. Carbamazepine
concentrations should be monitored
and its dose should be titrated for
adequate response. Based upon th
findings, the carbamazepine dose
may need to be reduced by 25% to
50% in the presence of
darunavir/ritonavir.

The use of carbamazepine with
darunavir co-administered with
cobicistat is contraindicated (see
section 4.3

U

Clonazepam

Not studied. Co-administration of
boosted darunavir with clonazepa
may increase concentrations of

Clinical monitoring is recommended
mwhen co-administering boosted
darunavir with clonazepam.

clonazepam. (CYP3A inhibitio
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therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

ANTIDEPRESSANTS

Paroxetine
20 mg once daily

Sertraline
50 mg once daily

Amitriptyline
Desipramine
Imipramine
Nortriptyline
Trazodone

paroxetine AUC| 39%
paroxetine Gin | 37%
paroxetine Gax | 36%

#darunavir AUC—
#darunavir Gin <
#darunavir Giax <>

sertraline AUC| 49%
sertraline Gin | 49%
sertraline Gax | 44%
#darunavir AUC—
*darunavir Gin | 6%
fdarunavir Gax <

In contrast to these data with
darunavir/ritonavir,
darunavir/cobicistat may increase
these antidepressant plasma
concentrations (CYP2D6 and/or
CYP3A inhibition).

Concomitant use of boosted

If antidepressants are co-
administered with boosted darunavi
the recommended approach is a do
titration of the antidepressant based
on a clinical assessment of
antidepressant response. In additio
patients on a stable dose of these
antidepressants who start treatmen
with boosted darunavir should be
monitored for antidepressant
response.

Clinical monitoring is recommended

darunavir and these antidepressantsrhen co-administering boosted

may increase concentrations of th
antidepressant.

(CYP2D6 and/or CYP3A
inhibition)

e darunavir with these antidepressant

and a dose adjustment of the
antidepressant may be needed.

=

=)

[72)

ANTI-DIABETICS

Metformin Not studied. Based on theoretical | Careful patient monitoring and dose
considerations darunavir co- adjustment of metformin is
administered with cobicistat is recommended in patients who are
expected to increase metformin | taking darunavir co-administered
plasma concentrations. with cobicistat.

(MATEZ1 inhibition) (not applicable for darunavir co-
administered with ritonavi

ANTIEMETICS

Domperidone Not studied. Co-administration of dorigmne

with boosted darunavir is
contraindicatet

ANTIFUNGALS

Voriconazole

Not studied. Ritonavir may
decrease plasma concentrations g
voriconazole.

(induction of CYP450 enzymes)

Concentrations of voriconazole may

increase or decrease when co-
administered with darunavir co-
administered with cobicistat.
(inhibition of CYP450 enzyme

Voriconazole should not be

f combined with boosted darunavir

unless an assessment of the
benefit/risk ratio justifies the use of
voriconazole.
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Recommendations concerning co-
administration

Fluconazole
Isavuconazole
ltraconazole
Posaconazole

Clotrimazole

Not studied. Boosted darunavir mayCaution is warranted and clinical

increase antifungal plasma
concentrations and posaconazole
isavuconazole, itraconazole or
fluconazole may increase darunav
concentrations.

(CYP3A and/or P-gp inhibition)

Not studied. Concomitant system
use of clotrimazole and boosted
darunavir may increase plasma
concentrations of darunavir and/of
clotrimazole.

Darunavir AUGan 1 33% (based on
population pharmacokinetic mod

monitoring is recommended.
When co-administration is required
the daily dose of itraconazole shoul

irot exceed 200 mg.

ANTIGOUT MEDICINES

Colchicine

Not studied. Concomitant use of
colchicine and boosted darunavir
may increase the exposure to
colchicine.

(CYP3A and/ or P-gp inhibition)

A reduction in colchicine dosage or
an interruption of colchicine
treatment is recommended in patier]
with normal renal or hepatic functiof
if treatment with boosted darunavir
required. For patients with renal or
hepatic impairment colchicine with
boosted darunavir is contraindicate
(see sections 4.3 and 4

%)

i

ANTIMALARIALS

Artemether/Lumefantrine
80/480 mg, 6 doses at 0, 8,
24, 36, 48, and 60 hours

artemether AUQ 16%
artemether Gin <

artemether Gax | 18%
dihydroartemisinin AUC 18%
dihydroartemisinin Gin <
dihydroartemisinin Gax | 18%
lumefantrine AUCT 175%
lumefantrine Gin 1 126%
lumefantrine Gax T 65%
darunavir AUC—

darunavir Gin § 13%
darunavir (may <

The combination of boosted
darunavir and
artemether/lumefantrine can be use
without dose adjustments; however
due to the increase in lumefantrine
exposure, the combination should b
used with caution.

[}

ANTIMYCOBACTERIALS

Rifampicin
Rifapentine

Not studied. Rifapentine and
rifampicin are strong CYP3A
inducers and have been shown to
cause profound decreases in
concentrations of other protease
inhibitors, which can result in
virological failure and resistance
development (CYP450 enzyme
induction). During attempts to

overcome the decreased exposure

by increasing the dose of other
protease inhibitors with low dose
ritonavir, a high frequency of liver

reactions was seen withampicin

The combination of rifapentine and
boosted darunavir is not
recommended.

The combination of rifampicin and
boosted darunavir is contraindicate
(see section 4.3).

i
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Rifabutin
150 mg once every other dd

rifabutin AUC™ 1 55%
yrifabutin Gnin™ 1 ND

rifabutin Gnax~ <

darunavir AUCt 53%

darunavir Gin T 68%

darunavir Gax T 39%

** sum of active moieties of

rifabutin (parent drug +

25-O-desacetyl metabolite)

The interaction trial showed a
comparable daily systemic exposu
for rifabutin between treatment at
300 mg once daily alone and

150 mg once every other day in
combination with
darunavir/ritonavir

(600/100 mg twice daily) with an
about 10-fold increase in the daily
exposure to the active metabolite
25- O-desacetylrifabutin.
Furthermore, AUC of the sum of
active moieties of rifabutin (parent
drug + 25-O- desacetyl metabolite
was increased.6-fold, whileCpax
remaineccomparable.

Data on comparison with a 150 m
once daily reference dose is lackin

(Rifabutin is an inducer and
substrate of CYP3A.) An increase
of systemic exposure to darunavir
was observed when darunavir co-
administered with 100 mg ritonavi
was co-administered with rifabutin
(150 mg once every other d¢

A dosage reduction of rifabutin by
75% of the usual dose of 300 mg/da
(i.e. rifabutin 150 mg once every
other day) and increased monitoring
for rifabutin related adverse events
warranted in patients receiving the
combination with darunavir co-
administered with ritonavir. In case
of safety issues, a further increase
the dosing interval for rifabutin
and/or monitoring of rifabutin levels

rahould be considered. Consideratio
should be given to official guidance
on the appropriate treatment of

tuberculosis in HIV infected patients.

Based upon the safety profile of
darunavir/ritonavir, the increase in
darunavir exposure in the presence
rifabutin does not warrant a dose
adjustment for darunavir/ritonavir.
Based on pharmacokinetic modelin
this dosage reduction of 75% is alsq
applicable if patients receive rifabut
at doses other than 300 mg/day.

Co-administration of darunavir co-
) administered with cobicistat and
g{ifabutin is not recommended.

Ly

J

nf

of

5

ANTINEOPLASTICS

Dasatinib
Nilotinib
Vinblastine
Vincristine

Everolimus
Irinotecan

Not studied. Boosted darunavir is
expected to increase these
antineoplastic plasma
concentrations.

(CYPS3A inhibition)

Concentrations of these medicinal
products may be increased when c(
administered with boosted darunavi
resulting in the potential for
increased adverse events usually
associated with these agents.
Caution should be exercised when
combining one of these antineoplas
agents with boosted darunavir.

Concomitant use of everolimus or
Irinotecan and boosted darunavir is
not recommende

D

.

C

ANTIPSYCHOTICS/NEUROLEPTICS

Quetiapine

Not studied. Boosted darunavir is
expected to increase these
antipsychotic plasma
concentrations. (CYP3A inhibition

Concomitant administration of
boosted darunavir and quetiapine is
contraindicated as it may increase
guetiapine-related toxicity. Increase
concentrations of quetiapine may

lead to coma (see section 4
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Perphenazine

Not studied. Boosted darunavir is

A dose decrease may be needed fq

Risperidone expected to increase these these drugs when co-administered
Thioridazine antipsychotic plasma with boosted darunavir.
concentrations. (CYP3A, CYP2D6
and/or P-gp inhibition)
Lurasidone Concomitant administration of
Pimozide boosted darunavir and lurasidone,
Sertindole pimozide or sertindole is
contraindicated (see section 4
B-BLOCKERS
Carvedilol Not studied. Boosted darunavir is | Clinical monitoring is recommended
Metoprolol expected to increase thegsblocker | when co-administering boosted
Timolol plasma concentrations. darunavir withp-blockers. A lower

(CYP2D6 inhibition)

dose of the8-blocker should be
considerec

CALCIUM CHANNEL BLOCKERS

Amlodipine
Diltiazem
Felodipine
Nicardipine
Nifedipine
Verapami

Not studied. Boosted darunavir cahClinical monitoring of therapeutic

be expected to increase the plasm
concentrations of calcium channel
blockers.

(CYP3A and/or CYP2D6
inhibition)

aand adverse effects is recommende
when these medicines are
concomitantly administered with
boosted darunavir.

CORTICOSTEROIDS

Corticosteroids primarily
metabolised by CYP3A
(including betamethasone,
budesonide, fluticasone,
mometasone, prednisone,
triamcinolone)

Fluticasone: in a clinical study
where ritonavir 100 mg capsules
twice daily were co-administered
with 50 ug intranasal fluticasone
propionate (4 times daily) for 7

days in healthy subjects, fluticasonecorticosteroid effects, including

propionate plasma concentrations
increased significantly, whereas th
intrinsic cortisol levels decreased
by approximately 86% (90% CI 82
89%). Greater effects may be
expected when fluticasone is
inhaled. Systemic corticosteroid
effects including Cushing's
syndrome and adrenal suppressio
have been reported in patients
receiving ritonavir and inhaled or
intranasally administered
fluticasone. The effects of high
fluticasone systemic exposure on
ritonavir plasma levels are
unknown.

Other corticosteroids: interaction
not studied. Plasma concentration
of these medicinal products may b
increased when co-administered
with boosted darunavir, resulting i
reduced serum cortisol
concentration:

Concomitant use of boosted
darunavir and corticosteroids (all
routes of administration) that are
metabolised by CYP3A may increas
the risk of development of systemic

Cushing’s syndrome and adrenal
esuppression.

- Co-administration with CYP3A-
metabolised corticosteroids is not
recommended unless the potential
benefit to the patient outweighs the
risk, in which case patients should
nmonitored for systemic corticosteroi
effects.

less dependent on CYP3A
metabolism

e.g. beclomethasone should be
considered, particularly for long terrn
use.

=

Alternative corticosteroids which are

D

=

Dexamethasone (systemic)

Not studied. Dexamethasage
decrease plasma concentrations g
darunavir.
(CYP3A induction

Systemic dexamethasone should b
f used with caution when combined
with boosted darunavir.

\1%2
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ENDOTHELIN RECEPTOR

ANTAGONISTS

Bosentan

Not studied. Concomitant use of
bosentan and boosted darunavir
may increase plasma concentratio
of bosentan.

Bosentan is expected to decrease
plasma concentrations of darunav
and/or its pharmacoenhancer.

(CYP3A induction

When administered concomitantly

with darunavir and low dose
ngtonavir, the patient's tolerability of

bosentan should be monitored.

r Co-administration of darunavir co-
administered with cobicistat and
bosentan is not recommenc

HEPATITIS C VIRUS (HCV) DIRECT-ACTING ANTIVIRALS

NS3-4A protease inhibitors

Elbasvir/grazoprevir

Boosted darunavir may increhse
exposure to grazoprevir.
(CYP3A and OATP1B inhibition

Concomitant use of boosted
darunavir and elbasvir/grazoprevir i
contraindicated (see section 4

Glecaprevir/pibrentasvir

Based on theoretical abmgitions
boosted darunavir may increase th
exposure to glecaprevir and
pibrentasvir.

(P-gp, BCRP and/or OATP1B1/3
inhibition)

It is not recommended to co-
eadminister boosted darunavir with
glecaprevir/pibrentasvir.

HERBAL PRODUCTS

St John's wort
(Hypericum perforatum)

Not studied. St John's wort is
expected to decrease the plasma
concentrations of darunavir or its
pharmacoenhancers.

(CYP450 induction)

Boosted darunavir must not be use
concomitantly with products
containing St John's wortypericum
perforatun) (see section 4.3). If a
patient is already taking St John's
wort, stop St John's wort and if

exposure (and also ritonavir

exposure) may increase on stoppin
St John's wort. The inducing effect
may persist for at least 2 weeks afte
cessation of treatment with St John!
wort.

HMG CO-A REDUCTASE INHIBITORS

Lovastatin
Simvastatin

Not studied. Lovastatin and
simvastatin are expected to have
markedly increased plasma
concentrations when co-
administered with boosted
darunavir.

(CYP3A inhibition’

Increased plasma concentrations of
lovastatin or simvastatin may cause
myopathy, including rhabdomyolysi
Concomitant use of boosted
darunavir with lovastatin and
simvastatin is therefore
contraindicated (see secti4.3)

1°

possible check viral levels. Darunayi

o8

Atorvastatin
10 mg once daily

atorvastatin AUC' 3-4 fold
atorvastatin Gin 1 =5.5-10 fold
atorvastatin Gax 1 =2 fold
#darunavir/ritonavir

atorvastatin AUC 290%*
atorvastatin Gax T 319%%
atorvastatin Gin ND

When administration of atorvastatin
and boosted darunavir is desired, it
recommended to start with an
atorvastatin dose of 10 mg once
daily. A gradual dose increase of
atorvastatin may be tailored to the
clinical response.

is

2 with darunavir/cobicistat 800/150 |
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

Pravastatin
40 mg single dose

pravastatin AUCT 819

pravastatin Gin ND
pravastatin Gax T 63%

Tan up to five-fold increase was

seen in a limited subset of subjects

When administration of pravastatin
and boosted darunavir is required, i
is recommended to start with the
lowest possible dose of pravastatin
L and titrate up to the desired clinical
effect while monitoring for safet

i

Rosuvastatin
10 mg once daily

rosuvastatin AUQ 48%
rosuvastatin Gax 1 144%

I based on published data with
darunavir/ritonavir

rosuvastatin AUCT 93%
rosuvastatin Gax T 27796

rosuvastatin Gin ND8
Swith darunavir/cobicistat 800/150 mg

When administration of rosuvastatin
and boosted darunavir is required, i
is recommended to start with the
lowest possible dose of rosuvastati
and titrate up to the desired clinical
effect while monitoring for safety.

t

OTHER LIPID MODIFYING

AGENTS

Lomitapide

Based on theoretical consideratio
boosted darunavir is expected to
increase the exposure of lomitapid
when co-administered.
(CYP3A inhibition]

n€o-administration is contraindicated
(see section 4.3).
e

H2-RECEPTOR ANTAGONISTS

Ranitidine
150 mg twice daily

#darunavir AUC—
#darunavir Gin <
fdarunavir (na, <

Boosted darunavir can be co-
administered with H2-receptor
antagonists without dose adjustme

IMMUNOSUPPRESSANTS

Ciclosporin Not studied. Exposure to these Therapeutic drug monitoring of the
Sirolimus immunosuppressants will be immunosuppressive agent must be
Tacrolimus increased when co-administered | done when co-administration occurs.
Everolimus with boosted darunavir. (CYP3A | Concomitant use of everolimus and

inhibition)

D

boosted darunavir is not
recommende

INHALED BETA AGONISTS

Salmeterol

Not studied. Concomitant use of
salmeterol and boosted darunavir
may increase plasma concentratio
of salmeterol.

Concomitant use of salmeterol and
boosted darunavir is not

neecommended. The combination mg
result in increased risk of
cardiovascular adverse event with
salmeterol, including QT
prolongation, palpitations and sinus
tachycardic

y

NARCOTIC ANALGESICS / TREATMENT OF OPIOID DEPENDENC E

Methadone rrL
individual dose ranging fro
55 mg to 150 mg once daily

R(-) methadone AUQ 16% R(-)
methadone Gin | 15% R(-)
methadone Gax | 24%

Darunavir/cobicistat may, in
contrast, increase methadone
plasma concentrations (see
cobicistat SmPC).

No adjustment of methadone dosag
is required when initiating co-
administration with boosted
darunavir. However, adjustment of
the methadone dose may be
necessary when concomitantly
administered for a longer period of
time. Therefore, clinical monitoring
is recommended, as maintenance
therapy may need to be adjusted in

some patient
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

Buprenorphine/naloxone
8/2 mg—-16/4 mg once daily

buprenorphine AUC| 11%
buprenorphine in <
buprenorphine Gax | 8%
norbuprenorphine AUC! 46%
norbuprenorphine G, T 71%
norbuprenorphine Gx T 36%
naloxone AUG—

naloxone Gin ND
naloxone (may <>

The clinical relevance of the increase
in norbuprenorphine pharmacokinetic
parameters has not been established.
Dose adjustment for buprenorphine
may not be necessary when co-
administered with boosted darunavir
but a careful clinical monitoring for
signs of opiate toxicity is
recommended.

Fentanyl
Oxycodone
Tramadol

Based on theoretical consideratior
boosted darunavir may increase
plasma concentrations of these
analgesics.

(CYP2D6 and/or CYP3A
inhibition)

Llinical monitoring is recommended
when co-administering boosted
darunavir with these analgesics.

OESTROGEN-BASED CONTRACEPTIVES

Drospirenone
Ethinylestradiol
(3 mg/0.02 mg once daily)

drospirenone AUC! 58%F
drospirenone fin ND®
drospirenone fpax T 15%
ethinylestradiol AUC| 30%
ethinylestradiol Gin ND®
ethinylestradiol Gax | 14%
€ with darunavir/cobicistat

When darunavir is coadministered
with a drospirenone-containing
product, clinical monitoring is
recommended due to the potential for
hyperkalaemia.

Alternative or additional
contraceptive measures are

Ethinylestradiol
Norethindrone
35 ug/1 mg once daily

ethinylestradiol AUC| 44%
ethinylestradiol Gin | 62%
ethinylestradiol Gax | 32%
norethindrone AUQ 14%
norethindrone Gin | 30%
norethindrone Gax <>

P with darunavir/ritonav

recommended when oestrogen-based
contraceptives are co- administered
with boosted darunavir. Patients
using oestrogens as hormone
replacement therapy should be
clinically monitored for signs of
oestrogen deficiency.

OPIOID ANTAGONIST

Naloxegol

Not studied.

Co-administration of boosted
darunavir and naloxegol is
contraindicate(

PHOSPHODIESTERASE, TYPE 5 (PDE-5) INHIBITORS

For the treatment of erectile
dysfunction

Avanafil

Sildenafil

Tadalafil

Vardenafil

In an interaction stud¥; a
comparable systemic exposure to
sildenafil was observed for a singl
intake of 100 mg sildenafil alone
and a single intake of 25 mg
sildenafil co-administered with
darunavir and low dose ritonavir.

The combination of avanafil and
boosted darunavir is contraindicated
e (see section 4.3).
Concomitant use of other PDE-5
inhibitors for the treatment of erectil
dysfunction with boosted darunavir
should be done with caution. If
concomitant use of boosted darunay
with sildenafil, vardenafil or tadalafil
is indicated, sildenafil at a single
dose not exceeding 25 mg in 48
hours, vardenafil at a single dose n
exceeding 2.5 mg in 72 hours or
tadalafil at a single dose not
exceeding 10 mg in 72 hours is

r

bt

recommende:
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER ME DICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction
Geometric mean change (%)

Recommendations concerning co-
administration

For the treatment of
pulmonary arterial
hypertension
Sildenafil
Tadalafil

Not studied. Concomitant use of
sildenafil or tadalafil for the
treatment of pulmonary arterial
hypertension and boosted daruna
may increase plasma concentratio
of sildenafil or tadalafil.
(CYP3A inhibition)

for the treatment of pulmonary
ivith boosted darunavir has not bee
nestablished. There is an increased

potential for sildenafil-associated
adverse events (including visual

administration of boosted darunavir
and sildenafil when used for the
treatment of pulmonary arterial
section 4.3).

treatment of pulmonary arterial

is not recommende

arterial hypertension co-administere

disturbances, hypotension, prolonged
erection and syncope). Therefore, g

hypertension is contraindicated (se¢
Co-administration of tadalafil for the

hypertension with boosted darunavir

A safe and effective dose of sildenafil

d
N

o
1

PROTON PUMP INHIBITORS

Omeprazole
20 mg once daily

#darunavir AUC—
#darunavir Gin <
fdarunavir (na, <

Boosted darunavir can be co-
administered with proton pump
inhibitors without dose adjustmer

SEDATIVES/HYPNOTICS

Buspirone

Clorazepate

Diazepam

Estazolam

Flurazepam

Midazolam (parenteral)
Zolpidem

Midazolam (oral)
Triazolam

Not studied. Sedative/hypnotics afeClinical monitoring is recommended

extensively metabolised by

CYP3A. Co-administration with
boosted darunavir may cause a
large increase in the concentration
of these medicines.

If parenteral midazolam is co-
administered with boosted
darunavir it may cause a large
increase in the concentration of th
benzodiazepine. Data from
concomitant use of parenteral
midazolam with other protease
inhibitors suggest a possible 3-4
fold increase in midazolam plasma
levels.

when co-administering boosted
darunavir with these
sedatives/hypnotics and a lower do
of the sedatives/hypnotics should b
considered.

If parenteral midazolam is co-
it should be done in an intensive cal
sunit (ICU) or similar setting, which

case of respiratory depression and/

especially if more than a single dos
of midazolam is administered.

Boosted darunavir with triazolam or|
oral midazolam is contraindicated
(see section 4.

administered with boosted darunavir
ensures close clinical monitoring and
appropriate medical management ir

prolonged sedation. Dose adjustment
for midazolam should be considered,

(e

olg

)

TREATMENT FOR PREMATURE EJACULATION

Dapoxetine Not studied. Co-administration of bodste
darunavir with dapoxetine is
contraindicatet

UROLOGICAL DRUGS

Fesoterodine Not studied. Use with caution. Monitor for

Solifenacin

fesoterodine or solifenacin adverse
reactions, dose reduction of
fesoterodine or solifenacin may be

necessar

#

Studies have been performed at lower than recometkdoses of darunavir or with a different dosiegimen (see

section 4.2 Posology).
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T The efficacy and safety of the use of darunavihD0 mg ritonavir and any other HIV Pl (e.g. frsprenavir and
tipranavir) has not been established in HIV patieAtcording to current treatment guidelines, dhatapy with
protease inhibitors is generally not recommended.

1 Study was conducted with tenofovir disoproxil fanate 300 mg once daily.

4.6 Fertility, pregnancy and lactation

Pregnancy

As a general rule, when deciding to use antiretabagents for the treatment of HIV infection in
pregnant women and consequently for reducing gkeafi HIV vertical transmission to the newborn,
the animal data as well as the clinical experienggegnant women should be taken into account.

There are no adequate and well controlled studigg@gnancy outcome with darunavir in pregnant
women. Studies in animals do not indicate direcirifial effects with respect to pregnancy,
embryonal/foetal development, parturition or potihdevelopment (see section 5.3).

Treatment with darunavir/cobicistat 800/150 mg dgpregnancy results in low darunavir exposure
(see section 5.2), which may be associated with@eased risk of treatment failure and an incréase
risk of HIV transmission to the child. Therapy wibarunavir/cobicistat should not be initiated dgrin
pregnancy, and women who become pregnant durimgpievith Darunavir/cobicistat should be
switched to an alternative regimen (see sectidhgadd 4.4).

Darunavir co-administered with low dose ritonaviosld be used during pregnancy only if the
potential benefit justifies the potential risk.

Breast-feeding

It is not known whether darunavir is excreted imlamm milk. Studies in rats have demonstrated that
darunavir is excreted in milk and at high level®0D mg/kg/day) resulted in toxicity of the offsmyi

Because of the potential for adverse reactionsaadi-fed infants, women should be instructed mot t
breast-feed if they are receiving darunavir.

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

Fertility

No human data on the effect of darunavir on feytdire available. There was no effect on mating or
fertility with darunavir treatment in rats (see tsgt 5.3).

4.7 Effects on ability to drive and use machines

Darunavir in combination with cobicistat or ritomakias no or negligible influence on the ability to
drive and use machines. However, dizziness hasrepented in some patients during treatment with
regimens containing darunavir co-administered withicistat or low dose ritonavir and should be
borne in mind when considering a patient's abititgdrive or operate machinery (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

During the clinical development program (N=2,6latment-experienced subjects who initiated
therapy with darunavir/ritonavir 600/100 mg twicald), 51.3% of subjects experienced at least one
adverse reaction. The total mean treatment durétiosubjects was 95.3 weeks. The most frequent
adverse reactions reported in clinical trials amd@ontaneous reports are diarrhoea, nausea, rash,
headache and vomiting. The most frequent seriawions are acute renal failure, myocardial
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infarction, immune reconstitution inflammatory syohe, thrombocytopenia, osteonecrosis,
diarrhoea, hepatitis and pyrexia.

In the 96 week analysis, the safety profile of danuir/ritonavir 800/100 mg once daily in treatment-
naive subjects was similar to that seen with danatidonavir 600/100 mg twice daily in treatment-
experienced subjects except for nausea which weeredd more frequently in treatment-naive
subjects. This was driven by mild intensity naudémnew safety findings were identified in the 192
week analysis of the treatment-naive subjects iiclwtine mean treatment duration of
darunavir/ritonavir 800/100 mg once daily was 16&2€eks.

During the Phase Il clinical trial GS-US-216-13@wdarunavir/cobicistat (N=313 treatment-naive
and treatment-experienced subjects), 66.5% of stshgxperienced at least one adverse reaction. The
mean treatment duration was 58.4 weeks. The meguént adverse reactions reported were diarrhoea
(28%), nausea (23%), and rash (16%). Serious aglveastions are diabetes mellitus, (drug)
hypersensitivity, immune reconstitution inflammatsyndrome, rash and vomiting.

For information on cobicistat, consult the cob&issummary of Product Characteristics.

Tabulated list of adverse reactions

Adverse reactions are listed by system organ ¢BO€) and frequency category. Within each
frequency category, adverse reactions are presenteder of decreasing seriousness. Frequency
categories are defined as follows: very commot/(0), commonx 1/100 to < 1/10), uncommon
(> 1/1,000 to < 1/100), rare: (/10,000 to < 1/1,000) and not known (frequenaynca be estimated
from the available data).

Adverse reactions observed with darunavir/ritonasiclinical trials and post-marketing

MedDRA system organ class /Adverse reaction
Frequency catego

Infections and infestatio

Uncommol herpes simple

Blood and lymphatic system disorc

Uncommon thrombocytopenia, neutropenia, anaemia, leucopenia

Rare increased eosinophil cot

Immune system disord:

Uncommon immune reconstitution inflammatory syndrome, (drug)
hypersensitivit

Endocrine disorde!

Uncommon hypothyroidism, increased blood thyroid stimulating
hormont

Metabolism and nutrition disorde

Common diabetes mellitus, hypertriglyceridaemia,
hypercholesterolaemia, hyperlipidaemia

Uncommon gout, anorexia, decreased appetite, decreased tweigh
increased weight, hyperglycaemia, insulin resistanc
decreased high density lipoprotein, increased éppet
polydipsia, increased blood lactate dehydroge
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MedDRA system organ class
Frequency catego

Adverse reaction

Psychiatric disorder

Common insomnia

Uncommon depression, disorientation, anxiety, sleep disqrder
abnormal dreams, nightmare, decreased libido

Rare confusional state, altered mocaestlessne:

Nervous system disord:

Common headache, peripheral neuropathy, dizziness

Uncommon lethargy, paraesthesia, hypoaesthesia, dysgeusia,
disturbance in attention, memory impairment, sor@ncé

Rare syncope, convulsion, ageusia, sleep phase rhythm

disturbanc

Eye disorder

Uncommon conjunctival hyperaemia, dry eye

Rare visual disturbanc

Ear and labyrinth disorde

Uncommol |vertigc

Cardiac disorder

Uncommon myocardial infarction, angina pectoris, prolonged
electrocardiogram QT, tachycardia

Rare acute myocardial infarction, sinus bradycardiappation:

\Vascular disorder

Uncommoil

hypertension, flushir

Respiratory, thoracic and mediastinal disorc

Uncommon

dyspnoea, cough, epistaxis, throat irritation

Rare rhinorrhoe:
Gastrointestinal disorde
Very common diarrhoea

Common \vomiting, nausea, abdominal pain, increased blood
amylase, dyspepsia, abdominal distension, flat@lenc

Uncommon pancreatitis, gastritis, gastrooesophageal refissase,
aphthous stomatitis, retching, dry mouth, abdominal
discomfort, constipation, increased lipase, eriarabral
dysaesthesia

Rare stomatitis, haematemesis, cheilitis, dry lip, cdatngu:

Hepatobiliary disorder

Common increased alanine aminotransferase

Uncommon hepatitis, cytolytic hepatitis, hepatic steatosis,

hepatomegaly, increased transaminase, increasadatsy
aminotransferase, increased blood bilirubin, inseea
blood alkaline phosphatase, increased gamma-
glutamyltransferas
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MedDRA system organ class
Frequency catego

Adverse reaction

Skin ancsubcutaneous tissue disord

Common

Uncommon

Rare

Not knowr

rash (including macular, maculopapular, papular,
erythematous and pruritic rash), pruritus

angioedema, generalised rash, allergic dermaiitigaria,
eczema, erythema, hyperhidrosis, night sweatsealap
acne, dry skin, nail pigmentation

DRESS, Stevens-Johnson syndrome, erythema multfg
dermatitis, seborrhoeic dermatitis, skin lesiomrpgerma

toxic epidermal necrolysis, acute generalised
exanthematous pustulo

prm

Musculoskeletal and connective tissue disor

Uncommon

myalgia, osteonecrosis, muscle spasms, muscular
weakness, arthralgia, pain in extremity, osteopeyos
increased blood creatine phosphokinase

Rare musculoskeletal stiffness, arthritjoint stiffnes:

Renal and urinary disorde

Uncommon acute renal failure, renal failure, nephrolithiagiereased
blood creatinine, proteinuria, bilirubinuria, dysyr
nocturia, pollakiuria

Rare decreased creatinine renal clearance, crnephropath®

Reproductive system and breast disor

uncommoil

erectile dysfunction, gynaecoma

General disorders and administration site condig

Common

Uncommon

Rare

asthenia, fatigue

pyrexia, chest pain, peripheral oedema, malaiséinfg
hot, irritability, pain

chills, abnormal feeling, xero:

§ adverse reaction identified in the post-markesiatling. Per the guideline on Summary of Produetr@tteristics
(Revision 2, September 2009), the frequency ofatlieerse reaction in the post-marketing settingaredsrmined using

the "Rule of 3".

Adverse reactions observed with darunavir/cobitistaadult patients

MedDRA system organ class
Frequency catego

Adverse reaction

Immune system disord

Common

Uncommol

(drug) hypersensitivity

immune reconstitution inflammatory syndrc

Metabolism and nutrition disorde

Common

hypertriglyceridaemia, hyperlipidaer

anorexia, diabetes mellitus, hypercholesterolaem

Psychiatric disordel

Commot

abnormal drean

68



MedDRA system organ class Adverse reaction
Frequency catego

Nervous system disord

sed

Very commol headach

Gastrointestinal disorde

Very common diarrhoea, nausea

Common vomiting, abdominal pain, abdominal distension,
dyspepsia, flatulence, pancreatic enzymes increa

Uncommol pancreatitis acu

Hepatobiliary disordet

Common hepatic enzyme increased

Uncommol hepatitis*, cytolytic hepatitis

Skin and subcutaneous tissue disor

Very common rash (including macular, maculopapuydapular,

erythematous, pruritic rash, generalised rash, ang
allergic dermatitis)

Common angioedema, pruritus, urticaria

Rare drug reaction with eosinophilia and systemic
symptoms*, Stevens-Johnson syndrome*

Not knowr toxic epidermal necrolysis*, acute generalised
exanthematous pustulos

Musculoskeletal and connective tissue disol

Common myalgia

Uncommol osteonecrosis

Renal and urinary disorde

Rare ‘crystal nephropathy’
Reproductive system and breast disor

Uncommol |gynaecomastia
General disorders and administration site condig

Common fatigue

Uncommol astheni
Investigation

Commot increased blood creatini

*

these adverse drug reactions have not been rdgorédinical trial experience with darunavir/coistat but have been
noted with darunavir/ritonavir treatment and cobkdexpected with darunavir/cobicistat too.

§ adverse reaction identified in the post-markesiatling. Per the guideline on Summary of Produetr@tteristics
(Revision 2, September 2009), the frequency ofatlieerse reaction in the post-marketing settingaedsrmined using
the "Rule of 3".
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Description of selected adverse reactions

Rash

In clinical trials, rash was mostly mild to moderabften occurring within the first four weeks of
treatment and resolving with continued dosing.dses of severe skin reaction see the warning in
section 4.4. In a single arm trial investigatinguteavir 800 mg once daily in combination with
cobicistat 150 mg once daily and other antiretiasi2.2% of patients discontinued treatment due to
rash.

During the clinical development program of raltagran treatment-experienced patients, rash,
irrespective of causality, was more commonly obsémvith regimens containing darunavir/ritonavir
+ raltegravir compared to those containing darufid@ginavir without raltegravir or raltegravir
without darunavir/ritonavir. Rash considered byithesstigator to be drug-related occurred at simila
rates. The exposure-adjusted rates of rash (askdiay) were 10.9, 4.2, and 3.8 per 100 patientg/ea
(PYR), respectively; and for drug-related rash waare 1.1, and 2.3 per 100 PYR, respectively. The
rashes observed in clinical studies were mild talenate in severity and did not result in
discontinuation of therapy (see section 4.4).

Metabolic parameters
Weight and levels of blood lipids and glucose mayrease during antiretroviral therapy (see section
4.4).

Musculoskeletal abnormalities
Increased CPK, myalgia, myositis and rarely, rhafglysis have been reported with the use of
protease inhibitors, particularly in combinatiortWNRTIs.

Cases of osteonecrosis have been reported, particui patients with generally acknowledged risk
factors, advanced HIV disease or long-term exposum@mbination antiretroviral therapy (CART).
The frequency of this is unknown (see section 4.4).

Immune reconstitution inflammatory syndrome

In HIV infected patients with severe immune defig at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory réan to asymptomatic or residual opportunistic
infections may arise. Autoimmune disorders (sucBaes’ disease and autoimmune hepatitis) have
also been reported; however, the reported timesetds more variable and these events can occur
many months after initiation of treatment (seeisect.4).

Bleeding in haemophiliac patients
There have been reports of increased spontaneeedibg in haemophiliac patients receiving
antiretroviral protease inhibitors (see sectior).4.4

Paediatric population

The safety assessment of darunavir with ritonawvpaediatric patients is based on the 48-week
analysis of safety data from three Phase Il tritite following patient populations were evaluated
(see section 5.1):

° 80 ART-experienced HIV-1 infected paediatric paisesiged from 6 to 17 years and weighing at
least 20 kg who received darunavir tablets with tige ritonavir twice daily in combination
with other antiretroviral agents.

° 21 ART-experienced HIV-1 infected paediatric patsesged from 3 to < 6 years and weighing
10 kg to < 20 kg (16 participants from 15 kg toGk®)) who received darunavir oral suspension
with low dose ritonavir twice daily in combinatievith other antiretroviral agents.

° 12 ART-naive HIV-1 infected paediatric patients@ff@m 12 to 17 years and weighing at least
40 kg who received darunavir tablets with low dosmavir once daily in combination with
other antiretroviral agents (see section 5.1).
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Overall, the safety profile in these paediatridgras was similar to that observed in the adult
population.

The safety assessment of darunavir with cobicistphediatric patients was evaluated in adolescents
aged 12 to less than 18 years, weighing at leaktj4Brough the clinical trial GS-US-216-0128
(treatment experienced, virologically suppressedi)NSafety analyses of this study in adolescent
subjects did not identify new safety concerns cargb#o the known safety profile of darunavir and
cobicistat in adult subjects.

Other special populations

Patients co-infected with hepatitis B and/or heti&fC virus

Among 1,968 treatment-experienced patients reagigdarunavir co-administered with ritonavir
600/100 mg twice daily, 236 patients were co-irddawith hepatitis B or C. Co-infected patients were
more likely to have baseline and treatment emergepéatic transaminase elevations than those
without chronic viral hepatitis (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after ag#tiam of the medicinal product is important. It
allows continued monitoring of the benefit/riskdate of the medicinal product. Healthcare
professionals are asked to report any suspectasisaleactions via the national reporting system

listed inAppendix V.

4.9 Overdose

Human experience of acute overdose with darunavadministered with cobicistat or low dose
ritonavir is limited. Single doses up to 3,200 niglarunavir as oral solution alone and up to 1,8@0
of the tablet formulation of darunavir in combimatiwith ritonavir have been administered to healthy
volunteers without untoward symptomatic effects.

There is no specific antidote for overdose withudawir. Treatment of overdose with darunavir
consists of general supportive measures includiogitoring of vital signs and observation of the
clinical status of the patient. Since darunavhighly protein bound, dialysis is unlikely to be
beneficial in significant removal of the active stance.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systeusie, protease inhibitors, ATC code: JO5AE10.

Mechanism of action

Darunavir is an inhibitor of the dimerisation arfdtee catalytic activity of the HIV-1 protease (Kid
4.5 x 10*2M). It selectively inhibits the cleavage of HIV extted Gag-Pol polyproteins in virus
infected cells, thereby preventing the formatiomafture infectious virus particles.

Antiviral activity in vitro

Darunavir exhibits activity against laboratory gtsaand clinical isolates of HIV-1 and laboratory
strains of HIV-2 in acutely infected T-cell lindsjman peripheral blood mononuclear cells and human
monocytes/macrophages with mediansg&@lues ranging from 1.2 to 8.5 nM (0.7 to 5.0 n/m
Darunavir demonstrates antiviral activityvitro against a broad panel of HIV-1 group M (A, B, C, D,
E, F, G) and group O primary isolates withsiE@alues ranging from < 0.1 to 4.3 nM.
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These EG values are well below the 50% cellular toxicityncentration range of 87 uM to

> 100 pM.

Resistance

In vitro selection of darunavir-resistant virus from wilgh¢yHIV-1 was lengthy (> 3 years). The
selected viruses were unable to grow in the presehdarunavir concentrations above 400 nM.
Viruses selected in these conditions and showitgedsed susceptibility to darunavir (range:
23-50-fold) harboured 2 to 4 amino acid substingitn the protease gene. The decreased
susceptibility to darunavir of the emerging virusethe selection experiment could not be explained
by the emergence of these protease mutations.

The clinical trial data from ART-experienced patge(TlITAN trial and the pooled analysis of the
POWER 1, 2 and 3 and DUET 1 and 2 trials) showattinologic response to darunavir co-

administered with low dose ritonavir was decreaghkdn 3 or more darunavir RAMs (V11lI, V32I,
L33F, 147V, I50V, I54L or M, T74P, L76V, 184V and39V) were present at baseline or when these
mutations developed during treatment.

Increasing baseline darunavir fold change irdEC) was associated with decreasing virologic
response. A lower and upper clinical cut-off ofal@ 40 were identified. Isolates with baseline FC
<10 are susceptible; isolates with FC > 10 to Aldecreased susceptibility; isolates with FC > 40

are resistant (see Clinical results).

Viruses isolated from patients on darunavir/ritan&20/100 mg twice daily experiencing virologic
failure by rebound that were susceptible to tipvarat baseline remained susceptible to tipranavir
after treatment in the vast majority of cases.

The lowest rates of developing resistant HIV viaus observed in ART-naive patients who are treated

for the first time with darunavir in combinationtviother ART.

The table below shows the development of HIV-1geiee mutations and loss of susceptibility to Pls
in virologic failures at endpoint in the ARTEMISDIN and TITAN trials.

ARTEMIS ODIN TITAN
Week 19: Week 4 Week 4t
darunavir/ darunavir/ ritonavir darunavir/ ritonavir darunavir/ ritonavir
ritonavir 800/100 mg 600/100 mg 600/100 mg
800/100 mg once daily twice daily twice daily
once daily N=294 N=296 N=298
N=34:

Total number of
virologic failures,
n (%)
Rebounders
Never suppresse
subject

55 (16.0%)

39 (11.4%)
16 (4.7%)

65 (22.1%)

11 (3.7%)
54 (18.4%)

54 (18.2%)

11 (3.7%)
43 (14.5%)

31 (10.4%)

16 (5.4%)
15 (5.0%)

Number of subjects with virologic failure and paifeaseline/en

dpoint genotypes, developing mute® at

endpoint, n/!

Primary (major) PI 0/43 1/60 0/42 6/28
mutations

Pl RAMs 4/43 7/6C 4/42 10/2¢
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ARTEMIS ODIN TITAN

Week 19: Week 4t Week 4t

darunavir/ darunavir/ ritonavir darunavir/ ritonavir darunavir/ ritonavir
ritonavir 800/100 mg 600/100 mg 600/100 mg

800/100 mg once daily twice daily twice daily

once daily N=294 N=296 N=298
N=34:

Number of subjects with virologic failure apaired baseline/endpoint phenotypes, showing lbsaskeptibility tq
Pls at endpoint compared to baseline,

PI

darunavir 0/39 1/58 0/41 3/26
amprenavir 0/39 1/58 0/40 0/22
atazanavir 0/39 2/56 0/40 0/22
indinavir 0/39 2/57 0/40 1/24
lopinavir 0/39 1/58 0/40 0/23
saquinavir 0/39 0/56 0/40 0/22
tipranavir 0/39 0/58 0/41 1/25

a8  TLOVR non-VF censored algorithm based on HIV-1 RNAG:copies/ml, except for TITAN (HIV-1 RNA < 400
copies/ml)
b JAS-USA lists

Low rates of developing resistant HIV-1 virus weteserved in ART-naive patients who are treated
for the first time with darunavir/cobicistat oncailgt in combination with other ART, and in ART-
experienced patients with no darunavir RAMs recgj\darunavir/cobicistat in combination with other
ART. The table below shows the development of HIpkdtease mutations and resistance to PIs in
virologic failures at endpoint in the GS-US-216-188l.

GS-US-216-130
Week 4¢

Treatment-naive

darunavir/cobicistat 800/150 mg

Treatment-experienced

darunavir/cobicistat 800/150 mg

Pl RAMs

Primary (major) Pmutation:

once daily once daily
N=29% N=18
Number of subjects with virologic failu* and genotype data that develop muta® at endpoint, n/|
0/8 1/7
2/8 1/7

Number of subjects with virologic faill* and phenotype data that show resistance to Pldabi®, n/N

HIV PI
darunavi
amprenavi
atazanav
indinavit
lopinavir
saquinavi
tipranavir

0/8
0/8
0/8
0/8
0/8
0/8
0/8

0/7
0/7
0/7
0/7
0/7
0/7
o/r7

@  Virogic failures were defined as: never suppressedfirmed HIV-1 RNA < 1 log reduction from baseline arxd50
copies/ml at the week-8; rebound: HIV-1 RNA < 50iesfiml followed by confirmed HIV-1 RNA te 400 copies/ml or
confirmed > 1 logo HIV-1 RNA increase from the nadir; discontinuatianigh HIV-1 RNA > 400 copies/ml at last visit

b JAS-USA lists

¢ In GS-US216-130 baseline phenotype was not availab
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Cross-resistance

Darunavir FC was less than 10 for 90% of 3,309adinsolates resistant to amprenavir, atazanavir,
indinavir, lopinavir, nelfinavir, ritonavir, saguanir and/or tipranavir showing that viruses resista
most Pls remain susceptible to darunavir.

In the virologic failures of the ARTEMIS trial noass-resistance with other Pls was observed. In the
virologic failures of the GS-US-216-130 trial nmss-resistance with other HIV Pls was observed.

Clinical results

The pharmacokinetic enhancing effect of cobicistatiarunavir was evaluated in a Phase | study in
healthy subjects that were administered darun®@rrBg with either cobicistat at 150 mg or ritonavir
at 100 mg once daily. The steady-state pharmactkiparameters of darunavir were comparable
when boosted with cobicistat versus ritonavir. iRéormation on cobicistat, consult the cobicistat
Summary of Product Characteristics.

Adult patients

Efficacy of darunavir 800 mg once daily co-admigmietd with 150 mg cobicistat once daily in ART-
naive and ART-experienced patients

GS-US-216-130 is a single arm, open-label, Phasedl evaluating the pharmacokinetics, safety,
tolerability, and efficacy of darunavir with colstat in 313 HIV-1 infected adult patients (295
treatment-naive and 18 treatment-experienced).€Tpaents received darunavir 800 mg once daily
in combination with cobicistat 150 mg once dailyhwan investigator selected background regimen
consisting of 2 active NRTIs.

HIV-1 infected patients who were eligible for thigl had a screening genotype showing no darunavir
RAMs and plasma HIV-1 RNA4 1,000 copies/ml. The table below shows the effictata of the 48
week analyses from the GS-US-216-130 trial:

GS-US-21€-13C
Outcomes at Week 48 Treatment-naive | Treatment-experienced All subjects
darunavir/cobicistat darunavir/cobicistat darunavir/cobicistat
800/150 mg once daily| 800/150 mg once daily| 800/150 mg once daily
+ OBR + OBR + OBR
N=29t N=18 N=31:
HIV-1 RNA 245 (83.1%) 8 (44.4%) 253 (80.8%)
< 50 copies/n®
mean HIV-1 RNA log -3.01 -2.39 -2.97
change from baseline (lag
copies/ml
CD4+ cell count mean +174 +102 +170
change from baselif

a8 Imputations according to the TLOVR algorithm
b Last Observation Carried Forward imputation

Efficacy of darunavir 800 mg once daily co-admiaistd with 100 mg ritonavir once daily in ART-
naive patients

The evidence of efficacy of darunavir/ritonavir mg once daily is based on the analyses of 192
week data from the randomised, controlled, opestiBbase Il trial ARTEMIS in antiretroviral
treatment-naive HIV-1 infected patients compariagudavir/ritonavir 800/100 mg once daily with
lopinavir/ritonavir 800/200 mg per day (given asvece-daily or as a once-daily regimen). Both arms
used a fixed background regimen consisting of @noflisoproxil fumarate 300 mg once daily and
emtricitabine 200 mg once daily.
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The table below shows the efficacy data of the 48knand 96 week analyses from the ARTEMIS

trial:
ARTEMIS
Week 4¢ Week 9¢
Outcomes Darunavir/ | Lopinavir/ Treatment | Darunavir/ Lopinavir/ Treatment
ritonavir ritonavir difference ritonavir ritonavir difference
800/100 mg | 800/200 mg| (95% Cl of | 800/100 mg| 800/200 mg| (95% CI of
once daily per day difference) once daily per day difference)
N=342 N=34¢€ N=34: N=34¢
HIV-1 RNA
< 50 copies/n®
All patient: 83.7% 78.3% 5.3% 79.0% 70.8% 8.2%
(287, (271 (-0.5;11.2¢ | (271 (245, (1.7; 14.7¢
With baselini | 85.8% 84.5% 1.3% 80.5% 75.2% 5.3%
HIV-RNA (194/226 (191/226 (-5.2;7.94 (182/226 (170/226 (-2.3; 13.0¢
< 100,00t
With baselinc | 79.5% 66.7% 12.8% 76.1% 62.5% 13.6¥%
HIV-RNA (93/117 (80/120 (1.6; 24.1¢ (89/117 (75/120 (1.9; 25.3¢
> 100,00t
With baselini | 79.4% 70.3% 9.2% 78.7% 64.9% 13.9¥%
CD4+ cel (112/141 (104/148 (-0.8;19.2¢ | (111/141 (96/148 (3.5; 24.2¢
count < 20!
With baselini | 86.6% 84.3% 2.3% 79.2% 75.3% 4.0%
CD4+ cel (175/202 (167/198 (-4.6; 9.2 (160/202 (149/198 (-4.3; 12.2¢
count> 20(
median CD4+ | 137 141 171 188
cell count
change from
baseline
(x 1C/L)¢
a8 Data based on analyses at week 48
b Data based on analyses at week 96
¢ Imputations according to the TLOVR algorithm
d  Based on normal approximation to the differenc&iresponse
e

Non-completer is failure imputation: patients wdiscontinued prematurely are imputed with a chageal to 0

Non-inferiority in virologic response to the daruiraitonavir treatment, defined as the percentaige
patients with plasma HIV-1 RNA level < 50 copies/mas demonstrated (at the pre-defined 12%
non-inferiority margin) for both Intent-To-Treafl(T) and On Protocol (OP) populations in the 48
week analysis. These results were confirmed iratfadyses of data at 96 weeks of treatment in the
ARTEMIS trial. These results were sustained upd® Weeks of treatment in the ARTEMIS trial.

Efficacy of darunavir 800 mg once daily co-admigisetl with 100 mg ritonavir once daily in ART-

experienced patients

ODIN is a Phase lll, randomised, open-label trahparing darunavir/ritonavir 800/100 mg once

daily versus darunavir/ritonavir 600/100 mg twialyglin ART-experienced HIV-1 infected patients
with screening genotype resistance testing shomindarunavir RAMs (i.e. V11l, V32I, L33F, 147V,
150V, 154M, I54L, T74P, L76V, 184V, L89V) and a s&ning HIV-1 RNA > 1,000 copies/ml.

Efficacy analysis is based on 48 weeks of treatr{sad table below). Both arms used an optimised
background regimen (OBR) &f2 NRTIs.
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ODIN

< 50 copies/n®
With Baseline HI\-1
RNA (copies/ml
< 100,00t
> 100,00t
With Baseline CD4
cell count (x 1%/L)
>10C
< 10c¢
With HIV -1 clade
Type E
Type AE
Type C
Other

77.6% (198/25¢
35.9% (14/3¢

75.1% (184/24¢
57.1% (28/4¢

70.4% (126/17¢
90.5% (38/42
72.7% (32/44
55.2% (16/2¢

73.29%(194/265
51.6% (16/31

72.5% (187/25¢
60.5% (23/3¢

64.3% (128/19¢
91.2% (31/34
78.8% (26/3¢
83.3% (25/3(

Outcomes Darunavir/ritonavir | Darunavir/ritonavir Treatment difference
800/100 mg once | 600/100 mg twice | (95% CI of difference)
daily + OBR daily + OBR
N=294 N=29¢
HIV-1 RNA 72.1% (212 70.9% (210 1.2% -6.1; 8.5P

4.4% -3.0; 11.9
-15.7% -39.2; 7.7

2.6% ~-5.1; 10.3
-3.4% -24.5; 17.8

6.1% +3.4; 15.6
-0.7% -14.0; 12.6
-6.1% +-2.6; 13.7
-28.2% -51.0;-5.3)

mean CD4+ cell count | 108 112
change from baseline (x
109/L)¢8
Imputations according to the TLOVR algorithm
Based on a normal approximation of the differemc#iresponse
Clades Al, D, F1, G, K, CRF02_AG, CRF12_BF, and CRF06_CPX
Difference in means

Last Observation Carried Forward imputation

-8 (-25; 16)

® o O T o

At 48 weeks, virologic response, defined as thegraage of patients with plasma HIV-1 RNA level

< 50 copies/ml, with darunavir/ritonavir 800/100 wrice daily treatment was demonstrated to be non-
inferior (at the pre-defined 12% non-inferiority rgen) compared to darunavir/ritonavir 600/100 mg
twice daily for both ITT and OP populations.

Darunavir/ritonavir 800/100 mg once daily in ARTpexienced patients should not be used in patients
with one or more darunavir resistance associatadtinons (DRV-RAMS) or HIV-1 RNA

> 100,000 copies/ml or CD4+ cell count < 100 celld¥L (see section 4.2 and 4.4). Limited data is
available in patients with HIV-1 clades other tl&an

Paediatric patients

ART-naive paediatric patients from the age of 1&g¢o < 18 years, and weighing at least 40 kg
DIONE is an open-label, Phase Il trial evaluating pharmacokinetics, safety, tolerability, and
efficacy of darunavir with low dose ritonavir in ZRT-naive HIV-1 infected paediatric patients aged
12 to less than 18 years and weighing at leasg40lkese patients received darunavir/ritonavir
800/100 mg once daily in combination with othelir@titoviral agents. Virologic response was defined
as a decrease in plasma HIV-1 RNA viral load déast 1.0 log, versus baseline.

DIONE
Outcomes at week 48 Darunavir/ritonavir
N=12
HIV-1 RNA < 50 copies/n? 83.3% (10
CD4+ percent change from base® 14
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DIONE
Outcomes at week 48 Darunavir/ritonavir
N=12
CD4+ cell count mean change from base 221
> 1.0 logc decrease from baseline in plasma viral 100%

a8 Imputations according to the TLOVR algorithm.
b Non-completer is failure imputation: patients wdiscontinued prematurely are imputed with a chawseal to 0.

In the open-label, Phase I/l trial GS-US-216-81the efficacy, safety, and pharmacokinetics of
darunavir 800 mg and cobicistat 150 mg (administaseparate tablets) and at least 2 NRTIs were
evaluated in 7 HIV-1 infected, treatment-experiehaegrologically suppressed adolescents weighing
at least 40 kg. Patients were on a stable antielaegimen (for at least 3 months), consistifig o
darunavir administered with ritonavir, combinedh@ NRTIs. They were switched from ritonavir to
cobicistat 150 mg once daily and continued darun@®47) and 2 NRTIs.

Virologic outcome in ART-experienced, virologicallysuppressed adolescents at week 48
GS-US-21€-012¢
Outcomes at Week 48 Darunavir/cobicistat + at I2d$RTIs

(N=7)

HIV-1 RNA < 50 copies/mL per FDA Snapshot 85.7% (6)

Approact

CD4+ percent median change from basé -6.1%

CD4+ cell count median change from basé -342 cells/mrmr

@ No imputation (observed data).

For additional clinical study results in ART-exmarced adults and paediatric patients, refer to the
Summary of Product Characteristics for Darunavatk$ 75 mg, 150 mg, 300 mg or 600 mg tablets.

Pregnancy and postpartum

Darunavir/ritonavir (600/100 mg twice daily or 8000 mg once daily) in combination with a
background regimen was evaluated in a clinical ¢fi&6 pregnant women (18 in each arm) during
the second and third trimesters, and postpartunelagic response was preserved throughout the
study period in both arms. No mother to child traission occurred in the infants born to the

31 subjects who stayed on the antiretroviral treatnthrough delivery. There were no new clinically
relevant safety findings compared with the knowletygprofile of darunavir/ritonavir in HIV-1
infected adults (see sections 4.2, 4.4 and 5.2).

5.2 Pharmacokinetic properties

The pharmacokinetic properties of darunavir, co4adstered with cobicistat or ritonavir, have been
evaluated in healthy adult volunteers and in HIWected patients. Exposure to darunavir was higher
in HIV-1 infected patients than in healthy subjedise increased exposure to darunavir in HIV-1
infected patients compared to healthy subjects Imeagixplained by the higher concentrations;ef

acid glycoprotein (AAG) in HIV-1 infected patientgsulting in higher darunavir binding to plasma
AAG and, therefore, higher plasma concentrations.

Darunavir is primarily metabolised by CYP3A. Cobteit and ritonavir inhibit CYP3A, thereby
increasing the plasma concentrations of darunavisiderably.

For information on cobicistat pharmacokinetic pmigs, consult the cobicistat Summary of Product
Characteristics.
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Absorption

Darunavir was rapidly absorbed following oral adistiration. Maximum plasma concentration of
darunavir in the presence of low dose ritonavgeaserally achieved within 2.5-4.0 hours.

The absolute oral bioavailability of a single 60 dose of darunavir alone was approximately 37%
and increased to approximately 82% in the preseh&80 mg twice daily ritonavir. The overall
pharmacokinetic enhancement effect by ritonavir amsapproximate 14-fold increase in the systemic
exposure of darunavir when a single dose of 60@angnavir was given orally in combination with
ritonavir at 100 mg twice daily (see section 4.4).

When administered without food, the relative biakality of darunavir in the presence of cobicista
or low dose ritonavir is lower as compared to ietakth food. Therefore, darunavir tablets should be
taken with cobicistat or ritonavir and with fooch@'type of food does not affect exposure to
darunavir.

Distribution

Darunavir is approximately 95% bound to plasmaginotDarunavir binds primarily to plasmaacid
glycoprotein.

Following intravenous administration, the volumedddtribution of darunavir alone was 88.1 £ 59.0 |
(Mean + SD) and increased to 131 + 49.9 | (Mear} i the presence of 100 mg twice-daily
ritonavir.

Biotransformation

In vitro experiments with human liver microsomes (HLMs) aade that darunavir primarily

undergoes oxidative metabolism. Darunavir is extehgs metabolised by the hepatic CYP system and
almost exclusively by isozyme CYP3A4.*AC-darunavir trial in healthy volunteers showed that
majority of the radioactivity in plasma after agigm400/100 mg darunavir with ritonavir dose was du
to the parent active substance. At least 3 oxidatietabolites of darunavir have been identified in
humans; all showed activity that was at least 184&ss than the activity of darunavir against wild
type HIV.

Elimination

After a 400/100 mg*C-darunavir with ritonavir dose, approximately ?®.and 13.9% of the
administered dose &fC-darunavir could be retrieved in faeces and urespectively. Unchanged
darunavir accounted for approximately 41.2% an&bo/0f the administered dose in faeces and urine,
respectively. The terminal elimination half-life @@runavir was approximately 15 hours when
combined with ritonavir.

The intravenous clearance of darunavir alone (1§0and in the presence of low dose ritonavir was
32.8 I/lh and 5.9 I/h, respectively.

Special populations

Paediatric population

The pharmacokinetics of darunavir in combinatiothwitonavir taken twice daily in 74 treatment-
experienced paediatric patients, aged 6 to 17 ywatsveighing at least 20 kg, showed that the
administered weight-based doses of darunavir/niomasulted in darunavir exposure comparable to
that in adults receiving darunavir/ritonavir 60031g twice daily (see section 4.2).

The pharmacokinetics of darunavir in combinatiothwitonavir taken twice daily in 14 treatment-
experienced paediatric patients, aged 3 to < Gsyead weighing at least 15 kg to < 20 kg, showed
that weight-based dosages resulted in darunavosexp that was comparable to that achieved in
adults receiving darunavir/ritonavir 600/100 mgdevdaily (see section 4.2).
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The pharmacokinetics of darunavir in combinatiothwitonavir taken once daily in 12 ART-naive
paediatric patients, aged 12 to < 18 years andhiegaat least 40 kg, showed that darunavir/ritonavi
800/100 mg once daily results in darunavir exposiuaéwas comparable to that achieved in adults
receiving darunavir/ritonavir 800/100 mg once dalliierefore the same once daily dosage may be
used in treatment-experienced adolescents agenld28& years and weighing at least 40 kg without
darunavir resistance associated mutations (DRV-RAMISd who have plasma HIV-1 RNA

< 100,000 copies/ml and CD4+ cell coant00 cells x 18L (see section 4.2).
* DRV-RAMs: V111, V32I, L33F, 147V, 150V, I154M, I54LT74P, L76V, 184V and L89V

The pharmacokinetics of darunavir in combinatiothwitonavir taken once daily in 10 treatment-
experienced paediatric patients, aged 3 to < Gsyead weighing at least 14 kg to < 20 kg, showed

that weight-based dosages resulted in darunavosexp that was comparable to that achieved in
adults receiving darunavir/ritonavir 800/100 mg eulaily (see section 4.2). In addition,
pharmacokinetic modeling and simulation of darunaxposures in paediatric patients across the ages
of 3 to < 18 years confirmed the darunavir expasaeobserved in the clinical studies and allowed
the identification of weight-based darunavir/ritginaonce daily dosing regimens for paediatric

patients weighing at least 15 kg that are eithel ARive or treatment-experienced paediatric patient
without DRV-RAMs* and who have plasma HIV-1 RNA €@,000 copies/ml and CD4+ cell count

> 100 cells x 10L (see section 4.2).
* DRV-RAMSs: V11I, V32I, L33F, 147V, 150V, I54M, I54LT74P, L76V, 184V and L89V

The pharmacokinetics of darunavir 800 mg co-adrtengsl with cobicistat 150 mg in paediatric
patients have been studied in 7 adolescents ageulld®s than 18 years, weighing at least 40 kg in
Study GS-US-216-0128. The geometric mean adolessguisure (AUGy) was similar for darunavir
and increased 19% for cobicistat compared to expesachieved in adults who received darunavir
800 mg co-administered with cobicistat 150 mg md$tGS-US-216-0130. The difference observed
for cobicistat was not considered clinically reletva

Adults in Study Adolescents in Study GLSM Ratio
GS-US-216-0130, week 24 GS-US-216-0128, day 10 (90% CI)
(Reference} (Testp (Test/Reference)
Mean (%CV) Mean (%CV)
GLSM GLSM
N 60° 7
DRV PK
Parameter
AUCiau (h.ng/mLy 81,646 (32.2) 80,877 (29.5) 1.00 (0.79-1.26)
77,53¢ 77,21,
Cmax (Ng/mL) 7,663 (25.1) 7,506 (21.7) 0.99 (0.83-1.17)
7,42 7,31¢
Ciau (ng/mLY 1,311 (74.0) 1,087 (91.6) 0.71 (0.34-1.48)
947 67€
COBI PK
Parameter
AUCay (h.ng/mLY 7,596 (48.1) 8,741 (34.9) 1.19 (0.95-1.48)
7,022 8,33(
Ciax (Ng/mL) 991 (33.4) 1,116 (20.0) 1.16 (1.00-1.35)
94t 1,09t
Ciau (Ng/mLY 32.8 (289.4) 28.3 (157.2) 1.28 (0.51-3.22)
17.2¢ 22.C¢

Week 24 intensive PK data from subjects who remt®RYV 800 mg + COBI 150 mg.

Day 10 intensive PK data from subjects who rectD&Y 800 mg + COBI 150 mg.

N=59 for AUGauand Gau

Concentration at predose (0 hours) was used asgsiierfor concentration at 24 hours for the purpagestimating
AUCtauand Gauin Study GS-US-216-0128.

o o T W
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¢ N=57 and N=5 for GLSM of @uin Study GS-US-216-0130 and Study GS-US-216-01&ectively.

Elderly

Population pharmacokinetic analysis in HIV infecpadients showed that darunavir pharmacokinetics
are not considerably different in the age ranget¢1® years) evaluated in HIV infected patients
(n=12, age> 65) (see section 4.4). However, only limited daése available in patients above the age
of 65 year.

Gender
Population pharmacokinetic analysis showed a #idtigher darunavir exposure (16.8%) in HIV
infected females compared to males. This differémomt clinically relevant.

Renal impairment
Results from a mass balance study wi@+darunavir with ritonavir showed that approximgtel7%
of the administered dose of darunavir is excratdtieé urine unchanged.

Although darunavir has not been studied in patiesitts renal impairment, population
pharmacokinetic analysis showed that the pharmaetks of darunavir were not significantly
affected in HIV infected patients with moderatealempairment (CrCl between 30-60 ml/min, n=20)
(see sections 4.2 and 4.4).

Hepatic impairment

Darunavir is primarily metabolised and eliminatgdtie liver. In a multiple dose study with darumavi
co-administered with ritonavir (600/100 mg) twicaly, it was demonstrated that the total plasma
concentrations of darunavir in subjects with mithild-Pugh Class A, n=8) and moderate (Child-
Pugh Class B, n=8) hepatic impairment were companaith those in healthy subjects. However,
unbound darunavir concentrations were approxim&®¥s (Child-Pugh Class A) and 100% (Child-
Pugh Class B) higher, respectively. The clinicidvance of this increase is unknown therefore,
darunavir should be used with caution. The effésevere hepatic impairment on the
pharmacokinetics of darunavir has not been studiee sections 4.2, 4.3 and 4.4).

Pregnancy and postpartum

The exposure to total darunavir and ritonavir aftéake of darunavir/ritonavir 600/100 mg twice
daily and darunavir/ritonavir 800/100 mg once daiypart of an antiretroviral regimen was generally
lower during pregnancy compared with postpartumweéleer, for unbound (i.e. active) darunavir, the
pharmacokinetic parameters were less reduced dpregnancy compared to postpartum, due to an
increase in the unbound fraction of darunavir dypnegnancy compared to postpartum.

Pharmacokinetic results of total darunavir after administration of darunavir/ritonavir at 600/100 mg
twice daily as part of an antiretroviral regimen, during the second trimester of pregnancy, the third
trimester of pregnancy and postpartum
Pharmacokinetics of total]  Second trimester of Third trimester of Postpartum
darunavir pregnancy pregnancy (6-12 weeks)
(mean = SC (n=12p (n=12) (n=12)
Cinax, NG/M 4,668 + 1,09 5,328 + 1,63 6,659 *+ 2,36
AUC 12, ng.h/m 39,370 £ 9,59 45,880 +17,36( 56,890 + 26,34
Crnin, NG/M 1,922 + 82 2,661 £ 1,26 2,851 +2,21

a n=11 for AUG2n
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Pharmacokinetic results of total darunavir after administration of darunavir/ritonavir at 800/100 mg once
daily as part of an antiretroviral regimen, during the second trimester of pregnancy, the thirdrimester of
pregnancy and postpartum

Pharmacokinetics of total| Second trimester of Third Trimester of Postpartum
darunavir pregnancy pregnancy (6-12 weeks)
(mear + SD) (n=17) (n=15) (n=16)
Cinas, Ng/m| 4,964 = 1,50 5132 +1,19 7,310+ 1,70
AUCz4r, ng.h/m 62,289 * 16,23 61,112 £ 13,79 92,116 + 29,24
Chin, NG/M 1,248 = 54 1,075 £ 59 1,473+£1,14

In women receiving darunavir/ritonavir 600/100 mgce daily during the second trimester of
pregnancy, mean intra-individual values for totuhavir Giax, AUCi2n and Giin Were 28%, 26% and
26% lower, respectively, as compared with postparluring the third trimester of pregnancy, total
darunavir Giax, AUC12n and Guin values were 18%, 16% lower and 2% higher, respagtias
compared with postpartum.

In women receiving darunavir/ritonavir 800/100 mge daily during the second trimester of
pregnancy, mean intra-individual values for totaluhavir Giax, AUC:24nand Giin were 33%, 31% and
30% lower, respectively, as compared with postparuring the third trimester of pregnancy, total
darunavir Giax, AUCz4nh and Guin values were 29%, 32% and 50% lower, respectiasycompared
with postpartum.

Treatment with darunavir/cobicistat 800/150 mg odiaiy during pregnancy results in low darunavir
exposure. In women receiving darunavir/cobicistatrdy the second trimester of pregnancy, mean
intra-individual values for total darunaviim&, AUCzsn and Giin were 49%, 56% and 92% lower,
respectively, as compared with postpartum; dufiiregthird trimester of pregnancy, total darunavir
Cmax AUCz4n and Giin values were 37%, 50% and 89% lower, respectiasycompared with
postpartum. The unbound fraction was also subsiinteduced, including around 90% reductions of
Cnmin levels. The main cause of these low exposuresnaréied reduction in cobicistat exposure as a
consequence of pregnancy-associated enzyme indysge below).

Pharmacokinetic results of total darunavir after administration of darunavir/cobicistat 800/150 mg one
daily as part of an antiretroviral regimen, during the second trimester of pregnancy, the third trimeter of
pregnancy, and postpartum

Pharmacokinetics of total [Second trimester of Third trimester of Postpartum

darunavir (mean pregnancy pregnancy (6-12 weeks)

+ SD) (n=7) (n=6) (n=6)

Cinax, NG/ML 4,340 + 1,61 4,910 + 97 7,918 £ 2,19

AUC24r, ng.h/ml 47,293 + 19,05 47,991 + 9,87 09,613 + 34,86

Crnin, NQ/ML 168 + 14¢ 184 + 9¢ 1,538 +1,34

The exposure to cobicistat was lower during pregpapotentially leading to suboptimal boosting of
darunavir. During the second trimester of pregnanobicistat Gax, AUCoan, and Guin Were 50%,
63%, and 83% lower, respectively, as compared pogtpartum. During the third trimester of
pregnancy, cobicistat.a, AUC24n, and Gin, were 27%, 49%, and 83% lower, respectively, as
compared with postpartum.

5.3 Preclinical safety data

Animal toxicology studies have been conducted posures up to clinical exposure levels with
darunavir alone, in mice, rats and dogs and in doation with ritonavir in rats and dogs.

In repeated-dose toxicology studies in mice, ratsdogs, there were only limited effects of treatime
with darunavir. In rodents the target organs idesttiwere the haematopoietic system, the blood
coagulation system, liver and thyroid. A variablg limited decrease in red blood cell-related
parameters was observed, together with increassadivated partial thromboplastin time.
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Changes were observed in liver (hepatocyte hygarrovacuolation, increased liver enzymes) and
thyroid (follicular hypertrophy). In the rat, therobination of darunavir with ritonavir lead to aam
increase in effect on RBC parameters, liver andoildyand increased incidence of islet fibrosishie t
pancreas (in male rats only) compared to treatmvéhtdarunavir alone. In the dog, no major toxicity
findings or target organs were identified up toa@syres equivalent to clinical exposure at the
recommended dose.

In a study conducted in rats, the number of corhdea and implantations were decreased in the
presence of maternal toxicity. Otherwise, thereewar effects on mating or fertility with darunavir
treatment up to 1,000 mg/kg/day and exposure |dadtsv (AUC-0.5 fold) of that in human at the
clinically recommended dose. Up to same dose letredse was no teratogenicity with darunavir in
rats and rabbits when treated alone nor in miceniteated in combination with ritonavir. The
exposure levels were lower than those with themeeended clinical dose in humans. In a pre- and
postnatal development assessment in rats, darumakiand without ritonavir, caused a transient
reduction in body weight gain of the offspring pveaning and there was a slight delay in the opening
of eyes and ears. Darunavir in combination withrdtvir caused a reduction in the number of pups
that exhibited the startle response on day 15av&ten and a reduced pup survival during lactation
These effects may be secondary to pup exposuhe tactive substance via the milk and/or maternal
toxicity. No post weaning functions were affecteithvdarunavir alone or in combination with
ritonavir. In juvenile rats receiving darunavir iqpdays 23-26, increased mortality was observeld wit
convulsions in some animals. Exposure in plasmer knd brain was considerably higher than in
adult rats after comparable doses in mg/kg betwlega 5 and 11 of age. After day 23 of life, the
exposure was comparable to that in adult rats.ifdreased exposure was likely at least partly due t
immaturity of the drug-metabolising enzymes in jole animals. No treatment related mortalities
were noted in juvenile rats dosed at 1,000 mg/kgraavir (single dose) on day 26 of age or at

500 mg/kg (repeated dose) from day 23 to 50 of age the exposures and toxicity profile were
comparable to those observed in adult rats.

Due to uncertainties regarding the rate of devekaprof the human blood brain barrier and liver
enzymes, darunavir with low dose ritonavir shoudtllme used in paediatric patients below 3 years of
age.

Darunavir was evaluated for carcinogenic potetyabral gavage administration to mice and rats up
to 104 weeks. Daily doses of 150, 450 and 1,00&kgwykere administered to mice and doses of 50,
150 and 500 mg/kg were administered to rats. Dekged increases in the incidences of
hepatocellular adenomas and carcinomas were olosierveales and females of both species. Thyroid
follicular cell adenomas were noted in male ra@mistration of darunavir did not cause a
statistically significant increase in the incidemméeany other benign or malignant neoplasm in noice
rats. The observed hepatocellular and thyroid tusisurodents are considered to be of limited
relevance to humans. Repeated administration oihdair to rats caused hepatic microsomal enzyme
induction and increased thyroid hormone elimingtishich predispose rats, but not humans, to
thyroid neoplasms. At the highest tested dosessytbtemic exposures (based on AUC) to darunavir
were between 0.4- and 0.7-fold (mice) and 0.7-&fald (rats), relative to those observed in humans
at the recommended therapeutic doses.

After 2 years administration of darunavir at expesiat or below the human exposure, kidney
changes were observed in mice (nephrosis) andatatsnic progressive nephropathy).

Darunavir was not mutagenic or genotoxic in a batéin vitro andin vivoassays including bacterial

reverse mutation (Ames), chromosomal aberratidruiman lymphocytes arnd vivo micronucleus
test in mice.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Silica, colloidal anhydrous

Cellulose microcrystalline
Crospovidone

Sodium starch glycolate
Hypromellose

Magnesium stearate

Tablet film-coat

Polyvinyl alcohol partially hydrolysed
Titanium dioxide (E171)

Macrogol

Talc

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Darunavir Viatris 400 mq film-coated tablets

3 years
In-use shelf life after first opening HDPE bott€0 days.

Darunavir Viatris 800 mg film-coated tablets

3 years
In-use shelf life after first opening HDPE bott®f days.

6.4 Special precautions for storage

Darunavir Viatris 400 mg film-coated tablets

This medicinal product does not require any spett@bhge conditions.

Darunavir Viatris 800 mg film-coated tablets

PVC/PE/PVDC-AI blister pack
Do not store above 25°C.

Cold form PVC/AI/OPA-AI blister pack
This medicinal product does not require any spext@hge conditions.

HDPE bottle pack
This medicinal product does not require any spext@hge conditions.
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6.5 Nature and contents of container

Darunavir Viatris 400 mq film-coated tablets

PVC/PE/PVDC-AI blister pack containing 30 and 6Bl¢ss and 60x1 tablets.
Cold form PVC/AI/OPA-AI blister pack containing 3Md 60 tablets and 60x1 tablets.
HDPE bottle pack with a PP screw cap containingre® 100 tablets.

Darunavir Viatris 800 mg film-coated tablets

PVC/PE/PVDC-AI blister pack containing 30 tabletsl 80x1 tablets.

Cold form PVC/AI/OPA-AI blister pack containing 3@blets and 30x1 tablets.
HDPE bottle pack with a PP screw cap containings80 90 tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other hatidg

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Darunavir Viatris 400 mg film-coated tablets

EU/1/16/1140/022
EU/1/16/1140/023
EU/1/16/1140/024
EU/1/16/1140/025
EU/1/16/1140/026
EU/1/16/1140/027
EU/1/16/1140/028
EU/1/16/1140/029

Darunavir Viatris 800 mq film-coated tablets

EU/1/16/1140/039
EU/1/16/1140/040
EU/1/16/1140/041
EU/1/16/1140/042
EU/1/16/1140/043
EU/1/16/1140/044
EU/1/16/1140/045
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHO RISATION

Date of first authorisation: 04 January 2017
Date of latest renewal: 16 September 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is#able on the website of the European Medicines
Agencyhttp://www.ema.europa.eu
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ANNEX I

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsibefch release

Mylan Hungary Kft
Mylan utca 1, Komarom, 2900,
Hungary

McDermott Laboratories Limited trading as Gerardbdvatories
35/36 Baldoyle Industrial Estate, Grange Road, Duti
Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beags#r 1
Bad Homburg v. d. Hoehe

Hessen, 61352

Germany

The printed package leaflet of the medicinal prodogst state the name and address of the

manufacturer responsible for the release of theewmed batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medicalsprgtion.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETI NG
AUTHORISATION

. Periodic safety update reports (PSURS)

The requirements for submission of PSURs for theglicinal product are set out in the list of Union

reference dates (EURD list) provided for under é\etil07c(7) of Directive 2001/83/EC and any
subsequent updates published on the European meslisieb-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SA FE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perfi the required pharmacovigilance activities and
interventions detailed in the agreed RMP preseintddiodule 1.8.2 of the marketing authorisation and
any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modifigpecially as the result of new information
being received that may lead to a significant cleaoghe benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisajimilestone being reached.
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ANNEX IlI

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 75 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 75 mg of darunavir

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Blister carton
480 film-coated tablets
480 x 1 film-coated tablets

Bottle carton
480 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP
<Bottles Only> Once opened, use within 100 days

[On carton only:]
Open date:

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/001
EU/1/16/1140/002
EU/1/16/1140/003
EU/1/16/1140/004
EU/1/16/1140/005

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Darunavir Viatris 75 mg
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17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 75 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 75 mg of darunavir

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

480 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 100 days

| 9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/005

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 75 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 150 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 150 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Blister carton
240 film-coated tablets
240 x 1 film-coated tablets

Bottle carton
60 film-coated tablets
240 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

96




8. EXPIRY DATE

EXP
<Bottles Only> Once opened, use within 100 days

[On carton only:]
Open date:

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/006
EU/1/16/1140/007
EU/1/16/1140/008
EU/1/16/1140/009
EU/1/16/1140/010
EU/1/16/1140/011

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Darunavir Viatris 150 mg
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17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 150 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 150 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

60 film-coated tablets
240 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 100 days

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/010
EU/1/16/1140/011

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 150 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 300 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 300 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Blister carton

30 film-coated tablets

60 film-coated tablets

120 film-coated tablets
120 x 1 film-coated tablets

Bottle carton
30 film-coated tablets
120 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP
<Bottles Only> Once opened, use within 100 days

[On carton only:]
Open date:

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/012
EU/1/16/1140/013
EU/1/16/1140/014
EU/1/16/1140/015
EU/1/16/1140/016
EU/1/16/1140/017
EU/1/16/1140/018
EU/1/16/1140/019
EU/1/16/1140/020
EU/1/16/1140/021

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE
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16. INFORMATION IN BRAILLE

Darunavir Viatris 300 mg

17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 300 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 300 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

30 film-coated tablets
120 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 100 days

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12.

MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/020
EU/1/16/1140/021

13.

BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 300 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

107



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 400 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 400 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablets

Blister carton

30 film-coated tablets

60 film-coated tablets

60 x 1 film-coated tablets

Bottle carton
60 film-coated tablets
100 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP
<Bottles Only> Once opened, use within 100 days

[On carton only:]
Open date:

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/022
EU/1/16/1140/023
EU/1/16/1140/024
EU/1/16/1140/025
EU/1/16/1140/026
EU/1/16/1140/027
EU/1/16/1140/028
EU/1/16/1140/029

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Darunavir Viatris 400 mg
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17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 400 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 400 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

60 film-coated tablets
100 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 100 days

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/028
EU/1/16/1140/029

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 400 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 600 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 600 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Blister carton

30 film-coated tablets

60 film-coated tablets

60 x 1 film-coated tablets

Bottle carton

30 film-coated tablets
60 film-coated tablets
90 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP
<Bottles Only> Once opened, use within 100 days

[On carton only:]
Open date:

| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/030
EU/1/16/1140/031
EU/1/16/1140/032
EU/1/16/1140/033
EU/1/16/1140/034
EU/1/16/1140/035
EU/1/16/1140/036
EU/1/16/1140/037
EU/1/16/1140/038

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Darunavir Viatris 600 mg
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17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 600 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 600 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

30 film-coated tablets
60 film-coated tablets
90 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 100 days

| 9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12.

MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/036
EU/1/16/1140/037
EU/1/16/1140/038

13.

BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 600 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (BLISTERS AND BOTTLES)

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 800 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 800 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Blister carton
30 film-coated tablets
30 x 1 film-coated tablets

Bottle carton

30 film-coated tablets
60 film-coated tablets
90 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY
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| 8. EXPIRY DATE

EXP

<Bottles Only> Once opened, use within 90 days
[On carton only:]

Open date:

| 9. SPECIAL STORAGE CONDITIONS

<PVC/PE/PVDC-AI blister pack only>
Do not store above 25°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12. MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/039
EU/1/16/1140/040
EU/1/16/1140/041
EU/1/16/1140/042
EU/1/16/1140/043
EU/1/16/1140/044
EU/1/16/1140/045

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Darunavir Viatris 800 mg
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17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER — HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 800 mg film-coated tablets
darunavir

2. STATEMENT OF ACTIVE SUBSTANCE

Each film-coated tablet contains 800 mg of darunavi

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

30 film-coated tablets
60 film-coated tablets
90 film-coated tablets

5. METHOD AND ROUTE OF ADMINISTRATION

For oral use.

Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST
OF THE SIGHT AND REACH OF CHILDREN

BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
Once opened, use within 90 days

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PROD UCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

12.

MARKETING AUTHORISATION NUMBERS

EU/1/16/1140/043
EU/1/16/1140/044
EU/1/16/1140/045

13.

BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER — 2D BARCODE

| 18. UNIQUE IDENTIFIER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Darunavir Viatris 800 mg film-coated tablets
darunavir

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Viatris Limited

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user
Darunavir Viatris 75 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbarmacist or nurse.

- This medicine has been prescribed for you ontynbt pass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your docfanarmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundhtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

ok wnNE

1. What Darunavir Viatris is and what it is used fa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?
Darunavir is used to treat adults and children pé&rs of age and above, and at least 15 kilogram
body weight who are infected by HIV and who haveady used other antiretroviral medicines.

Darunavir must be taken in combination with a lcasel of ritonavir and other anti-HIV medicines.
Your doctor will discuss with you which combinatiohmedicines is best for you.

2. What you need to know before you take Darunavi¥iatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients @ thedicine (listed in section
6) or to ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sgvef your
liver disease. Some additional tests might be sacgs

Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctorulswitching to another medicine.

Medicine Purpose of the medicine
Avanafi to treat erectile dysfuncti
Astemizol¢or terfenadini to treat allergy symptor
Triazolamandoral (taken by mouthmidazolar to help you sleep and/or relieve anx
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Medicine Purpose of the medicine

Cisapride to treat some stomach conditi

Colchicine(if you have kidney and/or liver to treat gout or familial Mediterranean fever

problems

Lurasidone, pimozide, quetiapior sertindol¢ to treat psychiatric conditio

Ergot alkaloiddike ergotamine to treat migraine headaches

dihydroergotamineergometrineand

methylergonovir

Amiodarone, bepridil, dronedarone, ivabradine, | to treat certain heart disorders e.g. abnormalhear

guinidine, ranolazin bea

Lovastatin simvastatin and lomitap to lower cholesterol leve

Rifampicir to treat some infections such as tubercu

The combination produdbpinavir/ritonavir this anti-HIV medicine belongs to the same class as
darunavi

Elbasvir/grazoprevi to treat hepatitis C infecti

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a head ek

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea and vomit

Do not combine darunavir with products that contidohn’s wor{Hypericum perforatum)

Warnings and precautions
Talk to your doctor, pharmacist or nurse beforénguarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecsiam other illnesses associated with HIV infection.
You must keep in regular contact with your doctor.

People taking darunavir may develop a skin radghedently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdivHinfection), rashes (generally mild or moderate)
may occur more frequently than in patients takiiigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points agibtlytour doctor if any of these apply to you.

- Tell your doctor if you have haatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe \ivar disease is before deciding if you can
take darunavir.

- Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the thloo

- Tell your doctor immediately if you notice asymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedrHIV infection and a history of
opportunistic infection, signs and symptoms ofanimation from previous infections may
occur soon after anti-HIV treatment is starteds believed that these symptoms are due to an
improvement in the body’s immune response, enaltliadhody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autaimmne disorders (a condition that occurs when
the immune system attacks healthy body tissue)aisayoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudesorders may occur many months after
the start of treatment. If you notice any symptarhmfection or other symptoms such as
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muscle weakness, weakness beginning in the hamd®anand moving up towards the trunk of
the body, palpitations, tremor or hyperactivityggse inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidede.g. used to treat certain infections).

- Tell your doctor if you notice anpusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiergse immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yanuuse Darunavir Viatris.

Children
Darunavir is not for use in children younger thayears of age or weighing less than 15 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawve recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines’

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibifodyRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion iitbits)]. Darunavir with ritonavir has not been &bt
with all PIs (protease inhibitors) and must nouked with other HIV PlIs. In some cases dosage of
other medicines might need to be changed. Therafarays tell your doctor if you take other anti-
HIV medicines and follow your doctor’s instructicarefully on which medicines can be combined.

The effects of darunavir might be reduced if ydtetany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoifto prevent seizures)

- Dexamethasongeorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutiimedicines to treat some infections such as tuibesis)

- Saquinavir(HIV infection).

The effects of other medicines might be influenifgu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaine, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medicimay be increased.

- Apixaban, dabigatran etexilate, edoxaban, rivareabwarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.

- Oestrogen-based hormonal contraceptives and hofmeplacement therapy. Darunavir might
reduce its effectiveness. When used for birth abngdternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenone. Darunavir might e&se the risk for elevated potassium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastaiito lower cholesterol levels). The risk of muscéerhge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

- Clarithromycin(antibiotic)
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- Ciclosporin, everolimus, tacrolimus, sirolim{fsr dampening down your immune system) as the
therapeutic effect or side effects of these mediimight be increased.

- Corticosteroids including betamethasone, budesoifidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjgsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxongmedicines to treat opioid dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrinéa combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimistine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvifto treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@b treat pain)

- Fesoterodine, solifenacifto treat urologic disorders).

- Your doctor might want to do some additional bleests and the dosage of other medicines
might need to be changed since either their owdaaunavir’s therapeutic effect or side effects
may be influenced when combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfafito reduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken raftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢hia pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortriptyéi, paroxetine, sertraline, trazodo(te treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadon€to treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseov@ pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyoan, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions).

This isnot a complete list of medicines. Tell your healthgar@vider abouall medicines that you are
taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris'.

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfielly directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréagtinfants, women should not breast-feed if they
receiving Darunavir Viatris.
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Breast-feeding is not recommended in women liviitlp W1V because HIV infection can be passed on
to the baby in breast milk. If you are breast-fagdor thinking about breast-feeding, you shouttdés
it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diaftgr taking darunavir.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimldaflet or as your doctor, pharmacist or nua h
told you. Check with your doctor, pharmacist orssuif you are not sure.

Even if you feel better, do not stop taking Darun&Vatris and ritonavir without talking to your
doctor.

After therapy has been initiated, the dose or de$agn must not be changed or therapy must not be
stopped without instruction of the doctor.

Dose for children of 3 years of age and above, wkigg at least 15 kilograms who have not taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right once daily dds#sed on the weight of the child (see table below).
This dose must not exceed the recommended adwdf dich is 800 milligram darunavir together
with 100 milligram ritonavir once a day.

The doctor will inform you on how much Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take.

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligrarn
between 30 and 40 kilogra 675 milligran 100 milligrarn
more than 40 kilogran 800 milligrarn 100 milligrarn

aritonavir oral solution: 80 milligram per milliktr

Dose for children of 3 years of age and above, waigg at least 15 kilograms who have taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right dose based omweight of the child (see table below). The doctor
will determine if once daily dosing or twice dadgsing is appropriate for the child. This dose must
not exceed the recommended adult dose, which isréli@ram darunavir together with

100 milligram ritonavir two times per day or 800lligram darunavir together with 100 milligram
ritonavir once a day.

The doctor will inform you on how many Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take. Tabldtstber strengths are available and your doctor may
have prescribed a certain combination of tabletotwstruct the appropriate dosing regimen.

Other forms of this medicine may be more suitabtechildren: ask your doctor or pharmacist.

Twice daily dosing

One dose is
375 milligram darunaws milligram ritonavir
twice a da
450 milligram darunawe0 milligram ritonavir
twice a da

Weight
between 15 and 30 kilograms

between 30 and 40 kilograms
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Weight One dose is

more than 40 kilograms* 600 milligram darunavir G0Imilligram
ritonavir twice a da

*

For children aged 12 or more and weighing attid@skilograms, your child’s doctor will determiifeDarunavir Viatris
800 milligram once daily dosing may be used. Thisnot be administered with these 75 milligram tabl®ther
strengths of Darunavir Viatris are available.

Once daily dosing

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligran
between 30 and 40 kilogra 675 milligran 100 milligrarn
more than 40 kilogran 800 milligrarn 100 milligrarn

Instructions for children

The child must take darunavir always together witimavir. Darunavir cannot work properly
without ritonavir.

The child must take the appropriate doses of daftuaad ritonavir two times per day or once a
day. If prescribed darunavir twice daily the chitdist take one dose in the morning, and one
dose in the evening. Your child’s doctor will debténe the appropriate dosing regimen for your
child.

The child must take darunavir with food. Darunaznnot work properly without food. The
type of food is not important.

The child must swallow the tablets with a drinklsas water or milk.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine

this)

You will require a different dose of darunavir wihicannot be administered with these 75 milligram
tablets. Other strengths of Darunavir Viatris arailable.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)
The dose is either:

600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.

OR

800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir once daily. Darunavir Viatris
400 milligram and 800 milligram tablets are onlyb®used to construct the once daily

800 milligram regimen.

Please discuss with your doctor which dose is fighyou.

Instructions for adults

Take darunavir always together with ritonavir. Deavir cannot work properly without
ritonavir.

In the morning, take 600 milligram darunavir togativith 100 milligram ritonavir.

In the evening, take 600 milligram darunavir togetiwith 100 milligram ritonavir.

Take darunavir with food. Darunavir cannot workpgedy without food. The type of food is not
important.

Swallow the tablets with a drink such as water dk.m

Darunavir Viatris 75 milligram and 150 milligrambiats have been developed for use in
children, but can also be used in adults in sorsesca

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel
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If you forget to take Darunavir Viatris

If you noticewithin 6 hours, you must take the tablets immediately. Alwaystalth ritonavir and
food. If you noticeafter 6 hours, then skip the intake and take the next dosesaal.uDo not take a
double dose to make up for a forgotten dose.

If you vomit after taking Darunavir Viatris and rit onavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavatis and ritonavir
should be taken with food as soon as possibleufwomitmore than 4 hoursafter taking the
medicine, then you do not need to take another dbBarunavir Viatris and ritonavir until the next
regularly scheduled time.

Contact your doctaif you are uncertain about what to do if you miss a dose or vomit.

Do not stop taking Darunavir Viatris without talkin g to your doctor first
Anti-HIV medicines may make you feel better. Evelmew you feel better, do not stop taking
darunavir. Talk to your doctor first.

If you have any further questions on the use af thedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an increase in Weind in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsthehanges.

Like all medicines, this medicine can cause sifieces, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe Iean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdigis B or C infection, your doctor should check
your blood tests more often because you have aedsed chance of developing liver problems. Talk
to your doctor about the signs and symptoms of fiveblems. These may include yellowing of your
skin or whites of your eyes, dark (tea colouredeyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, achingain and discomfort on your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your @oavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).
Very common side effects (may affect more than 10mpeople)

- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpépsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pbe)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching
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- kidney failure, kidney stones, difficult dischargleurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails

- muscle pain, muscle cramps or weakness, pain iBraitl/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts

- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 pop

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjifse(of white blood cells), effects on liver,
kidney or lung]

- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or ckeyiThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisiire the same family as darunavir. These are:

- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side

effects not listed in this leaflet. You can alspae side effects directly via the national repugti

system listed iM\ppendix V. By reporting side effects you can help provideenaformation on the

safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dficdm.

Do not use this medicine after the expiry date Wiscstated on the carton, blister and on theéottl
after EXP. The expiry date refers to the last datphat month.

This medicine does not require any special stocagelitions.
For bottles: Once opened, use within 100 days.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to
throw away any medicines you no longer use. The=zsores will help protect the environment.
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6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tabletgmn#5 milligrams of darunavir.

- The other ingredients are colloidal anhydrous ajlaellulose microcrystalline, crospovidone,
sodium starch glycolate, hypromellose, magnesiwarate. The film-coating contains
polyvinyl alcohol partially hydrolysed, titaniumadiide (E171), macrogol and talc.

What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 75 mg film-coated tablets are t@tp off-white, oval shaped with two curved sides,
marked with M on one side and DV1 on the other.side

Darunavir Viatris 75 mg film-coated tablets areikalde in blister packs containing 480 tablets and
plastic bottles containing 480 tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturer

Mylan Hungary Kft

H-2900 Koméarom, Mylan utca 1
Hungary

McDermott Laboratories Limited trading as Gerartdtories
35/36 Baldoyle Industrial Estate, Grange Road, [Duti
Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beagsér 1
Bad Homburg v. d. Hoehe

Hessen, 61352

Germany

For any information about this medicine, pleaseacdithe local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bouarapus Luxembourg/Luxemburg

Maiinan EOO/1 Viatris

Ten: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kit.

Tel: + 420 222 004 400 Tel.: + 36 1 465 2100
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Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EAMada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: 433437 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: 4353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris ltalia S.r.l
Tel: + 39 (0) 2 612 46921

Kvmpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: 4371 676 055 80

This leaflet was last revised in {(MM/YYYY}.

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00
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Other sources of information

Detailed information on this medicine is availablethe European Medicines Agency web site:
http://www.ema.europa.eu.
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Package leaflet: Information for the user
Darunavir Viatris 150 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbgrmacist or nurse.

- This medicine has been prescribed for you onlynBiopass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundhtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

oukrwnNpE

1. What Darunavir Viatris is and what it is used fa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?
Darunavir is used to treat adults and children pé&rs of age and above, and at least 15 kilogram
body weight who are infected by HIV and who haveady used other antiretroviral medicines.

Darunavir must be taken in combination with a lcesel of ritonavir and other anti-HIV medicines.
Your doctor will discuss with you which combinatiohmedicines is best for you.

2. What you need to know before you take Darunavi¥iatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients of timedicine (listed in section
6) or to ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sevef your
liver disease. Some additional tests might be sacgs

Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctoralswitching to another medicine.

Medicine Purpose of the medicine
Avanafi to treat erectile dysfuncti
Astemizol¢or terfenadini to treat allergy symptor
Triazolamandoral (taken by mouthmidazolar to help you sleep and/or relieve anx
Cisapride to treat somistomach conditior
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Medicine

Purpose of the medicine

Colchicine(if you have kidney and/or liver
problems

to treat gout or familial Mediterranean fever

Lurasidone, pimozide, quetiapor sertindol¢

to treat psychiatric conditio

Ergot alkaloiddike ergotamine
dihydroergotamineergometrineand
methylergonovir

to treat migraine headaches

Amiodarone, bepridil, dronedarone, ivabradine,
quinidine, ranolazin

to treat certain heart disorders e.g. abnormaithe
bea

Lovastatin, simvastatin and lomitap

to lower cholesterol leve

Rifampicir

to treat some infections such as tubercu

The combination produdbpinavir/ritonavir

this anti-HIV medicine belongs to the same class
darunavi

5 aS

Elbasvir/grazoprevi

to treat hepatitis C infectis

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a head ek

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea and vomit

Do not combine darunavir with products that conttidohn’s worfHypericum perforatum)

Warnings and precautions

Talk to your doctor, pharmacist or nurse beforéngarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecsiamn other illnesses associated with HIV infection.

You must keep in regular contact with your doctor.

People taking darunavir may develop a skin raghediently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdHhfection), rashes (generally mild or moderate)
may occur more frequently than in patients takinigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points agibtlytour doctor if any of these apply to you.

- Tell your doctor if you have hgatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe \ivar disease is before deciding if you can

take darunavir.

- Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the #hloo

- Tell your doctor immediately if you notice anymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedrmIV infection and a history of
opportunistic infection, signs and symptoms ofanimation from previous infections may
occur soon after anti-HIV treatment is starteds lelieved that these symptoms are due to an
improvement in the body’s immune response, enaltliadhody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autaimme disorders (a condition that occurs when
the immune system attacks healthy body tissue)aisayoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudsorders may occur many months after
the start of treatment. If you notice any symptarhmfection or other symptoms such as
muscle weakness, weakness beginning in the hand®anand moving up towards the trunk of
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the body, palpitations, tremor or hyperactivitygase inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidege.g. used to treat certain infections).

- Tell your doctor if you notice anyusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiexsgee immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yanuuse Darunavir Viatris.

Children
Darunavir is not for use in children younger thayears of age or weighing less than 15 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawe recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines!

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibifodyRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion itbits)]. Darunavir with ritonavir has not been &bt
with all PIs (protease inhibitors) and must noubked with other HIV Pls. In some cases dosage of
other medicines might need to be changed. Therafarays tell your doctor if you take other anti-
HIV medicines and follow your doctor’s instructioarefully on which medicines can be combined.

The effects of darunavir might be reduced if ydietany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoifio prevent seizures)

- Dexamethasongorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutirfmedicines to treat some infections such as tubesis)

- Saquinavir(HIV infection).

The effects of other medicines might be influeniégmu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaine, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medicimay be increased.

- Apixaban dabigatran etexilate, edoxaban, rivaroxabaarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.

- Oestrogen-based hormonal contraceptives and hotmepiacement therapy. Darunavir might
reduce its effectiveness. When used for birth abnaiternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenonéarunavir might increase the risk for elevatethpsium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastatito lower cholesterol levels). The risk of muscéahge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

- Clarithromycin(antibiotic)
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- Ciclosporin, everolimus, tacrolimus, sirolim{fsr dampening down your immune system) as the
therapeutic effect or side effects of these mediimight be increased.

- Corticosteroids including betamethasone, budesoifidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjgsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxon@medicines to treat opioide dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrinéa combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimistine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvifto treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@b treat pain)

- Fesoterodine, solifenacifto treat urologic disorders).

Your doctor might want to do some additional bléests and the dosage of other medicines might
need to be changed since either their own or danim#herapeutic effect or side effects may be
influenced when combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfafito reduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken raftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢hia pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortriptyéi, paroxetine, sertraline, trazodo(te treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadon€to treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseov@ pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyoan, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions).

This isnot a complete list of medicines. Tell your healthgar@vider abouall medicines that you are
taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris.

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfielly directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréadinfants, women should not breast-feed if thegy
receiving Darunavir Viatris.
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Breast-feeding is not recommended in women livirigh W1V because HIV infections can be passed
on to the baby in breast milk. If you are breas#dfag, or thinking about breast-feeding, you should
discuss it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diaftgr taking darunavir.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimldaflet or as your doctor, pharmacist or nua h
told you. Check with your doctor, pharmacist orssuif you are not sure.

Even if you feel better, do not stop taking Darun&Vatris and ritonavir without talking to your
doctor.

After therapy has been initiated, the dose or de$agn must not be changed or therapy must not be
stopped without instruction of the doctor.

Dose for children of 3 years of age and above, wéigg at least 15 kilograms who have not taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right once daily dds#sed on the weight of the child (see table below).
This dose must not exceed the recommended adwdf dich is 800 milligram darunavir together
with 100 milligram ritonavir once a day.

The doctor will inform you on how much Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take.

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligran
between 30 and 40 kilogra 675 milligran 100 milligran
more than 40 kilogran 800 milligrarn 100 milligrarn

aritonavir oral solution: 80 milligram per millikr

Dose for children of 3 years of age and above, waigg at least 15 kilograms who have taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right dose based omwreight of the child (see table below). The doctor
will determine if once daily dosing or twice dadpsing is appropriate for the child. This dose must
not exceed the recommended adult dose, which isréli@ram darunavir together with

100 milligram ritonavir two times per day or 800lligram darunavir together with 100 milligram
ritonavir once a day.

The doctor will inform you on how many Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take. Tabldtsther strengths are available and your doctor may
have prescribed a certain combination of tabletotestruct the appropriate dosing regimen.

Other forms of this medicine may be more suitabtechildren: ask your doctor or pharmacist.

Twice daily dosing

Weight One dose is
between 15 and 30 kilograms 375 milligram darunaw0 milligram ritonavir
twice a day
between 30 and 40 kilograms 450 milligram darunad0 milligram ritonavir
twice a day
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Weight One dose is

more than 40 kilograms*

600 milligram darunavir G0Imilligramritonavir
twice a day

*

For children aged 12 or more and weighing attid@skilograms, your child’s doctor will determiifeDarunavir Viatris
800 milligram once daily dosing may be used. Thisnot be administered with these 150 milligramdthlOther
strengths of Darunavir Viatris are available.

Once daily dosing

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligran
between 30 and 40 kilogra 675 milligran 100 milligrarn
more than 40 kilogran 800 milligrarn 100milligram

aritonavir oral solution: 80 milligram per millikr

Instructions for children

The child must take darunavir always together witimavir. Darunavir cannot work properly
without ritonavir.

The child must take the appropriate doses of dafuaad ritonavir two times per day or once a
day. If prescribed darunavir twice daily the chitdist take one dose in the morning, and one
dose in the evening. Your child’s doctor will debéne the appropriate dosing regimen for your
child.

The child must take darunavir with food. Darunaannot work properly without food. The
type of food is not important.

The child must swallow the tablets with a drinklsas water or milk.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine

this)

You will require a different dose of darunavir whicannot be administered with these 150 milligram
tablets. Other strengths of Darunavir Viatris arailable.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)
The dose is either:

600 milligram darunavir (2 tablets containing 30illigram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.

OR

800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir once daily. Darunavir Viatris
400 milligram and 800 milligram tablets are onlyb®used to construct the once daily

800 milligram regimen.

Please discuss with your doctor which dose is fighyou.

Instructions for adults

Take darunavir always together with ritonavir. Deavir cannot work properly without
ritonavir.

In the morning, take 600 milligram darunavir togativith 100 milligram ritonavir.

In the evening, take 600 milligram darunavir togetivith 100 milligram ritonavir.

Take darunavir with food. Darunavir cannot workpgedy without food. The type of food is not
important.

Swallow the tablets with a drink such as water dk.m

Darunavir Viatris 75 milligram and 150 milligrambiats have been developed for use in
children, but can also be used in adults in sorsesca

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel
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If you forget to take Darunavir Viatris

If you noticewithin 6 hours, you must take the tablets immediately. Alwaystalth ritonavir and
food. If you noticeafter 6 hours, then skip the intake and take the next dosesaal.uDo not take a
double dose to make up for a forgotten dose.

If you vomit after taking Darunavir Viatris and rit onavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavatis and ritonavir
should be taken with food as soon as possibleufwomitmore than 4 hoursafter taking the
medicine, then you do not need to take another dbBarunavir Viatris and ritonavir until the next
regularly scheduled time.

Contact your doctaif you are uncertain about what to do if you miss a dose or vomit.

Do not stop taking Darunavir Viatris without talkin g to your doctor first
Anti-HIV medicines make you feel better. Even wiyen feel better, do not stop taking darunavir.
Talk to your doctor first.

If you have any further questions on the use af thedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an increase in Weind in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsthehanges.

Like all medicines, this medicine can cause sifieces, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe lean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdigis B or C infection, your doctor should check
your blood tests more often because you have aedsed chance of developing liver problems. Talk
to your doctor about the signs and symptoms of fiveblems. These may include yellowing of your
skin or whites of your eyes, dark (tea colouredeyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, achingain and discomfort on your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your @oavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).
Very common side effects (may affect more than 10mpeople)

- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpépsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pbe)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching
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- kidney failure, kidney stones, difficult dischargleurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails

- muscle pain, muscle cramps or weakness, pain iBraitl/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts

- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 pop

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjifse(of white blood cells), effects on liver,
kidney or lung]

- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or ckeyiThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisiire the same family as darunavir. These are:

- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side

effects not listed in this leaflet. You can alspae side effects directly via the national repugti

system listed iM\ppendix V. By reporting side effects you can help provideenaformation on the

safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dficdm.

Do not use this medicine after the expiry date Wiscstated on the carton, blister and on theéottl
after EXP. The expiry date refers to the last datphat month.

This medicine does not require any special stocagelitions.
For bottles: Once opened, use within 100 days.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to
throw away any medicines you no longer use. The=zsores will help protect the environment.
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6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tableagmna50 milligram of darunavir.

- The other ingredients are colloidal anhydrous ajlaellulose microcrystalline, crospovidone,
sodium starch glycolate, hypromellose, magnesiwarate. The film-coating contains
polyvinyl alcohol partially hydrolysed, titaniumadiide (E171), macrogol and talc.

What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 150 mg film-coated tablets aretelio off-white, capsule shaped, with two curved
sides, marked with M on one side and DV2 on theroside.

Darunavir Viatris 150 mg film-coated tablets araitable in blister packs containing 240 tablets and
in plastic bottles containing 60 and 240 tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturers

Mylan Hungary Kft

H-2900 Koméarom, Mylan utca 1
Hungary

McDermott Laboratories Limited trading as Gerartdtories
35/36 Baldoyle Industrial Estate, Grange Road, [Duti
Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beagsér 1
Bad Homburg v. d. Hoehe

Hessen, 61352

Germany

For any information about this medicine, pleaseacdtthe local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bouarapus Luxembourg/Luxemburg

Maiinan EOO/1 Viatris

Ten: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kit.

Tel: + 420 222 004 400 Tel.: + 36 1 465 2100
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Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EAMada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: 433437 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: 4353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris ltalia S.r.l
Tel: + 39 (0) 2 612 46921

Kvmpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: 4371 676 055 80

This leaflet was last revised in {(MM/YYYY}.

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00
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Other sources of information

Detailed information on this medicine is availablethe European Medicines Agency web site:
http://www.ema.europa.eu.
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Package leaflet: Information for the user
Darunavir Viatris 300 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbgrmacist or nurse.

- This medicine has been prescribed for you onlynBiopass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundhtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

oukrwnNpE

1. What Darunavir Viatris is and what it is used fa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?
Darunavir is used to treat adults and children pé&rs of age and above, and at least 15 kilogram
body weight who are infected by HIV and who haveady used other antiretroviral medicines.

Darunavir must be taken in combination with a lcesel of ritonavir and other anti-HIV medicines.
Your doctor will discuss with you which combinatiohmedicines is best for you.

2. What you need to know before you take Darunavi¥iatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients of timedicine (listed in section
6) or to ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sevef your
liver disease. Some additional tests might be sacgs

Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctorulswitching to another medicine.

Medicine Purpose of the medicine
Avanafi to treat erectile dysfuncti
Astemizol¢or terfenadini to treat allergy symptor
Triazolamandoral (taken by mouthmidazolar to help you sleep and/or relieve anx
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Medicine Purpose of the medicine

Cisapride to treat some stomach conditi

Colchicine(if you have kidney and/or liver to treat gout or familial Mediterranean fever

problems

Lurasidone, pimozide, quetiapior sertindol¢ to treat psychiatric conditio

Ergot alkaloiddike ergotamine to treat migraine headaches

dihydroergotamineergometrineand

methylergonovir

Amiodarone, bepridil, dronedarone, ivabradine, | to treat certain heart disorders e.g. abnormal

guinidine, ranolazin hear bea

Lovastatin,simvastatin and lomitap to lower cholesterol leve

Rifampicir to treat some infections such as tubercu

The combination produdbpinavir/ritonavir this anti-HIV medicine belongs to the same
class a DarunavirViatris

Elbasvir/grazoprevi to treat hepatitis C infecti

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a heart
attacl

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea and vomit

Do not combine darunavir with products that contidohn’s wor{Hypericum perforatum)

Warnings and precautions
Talk to your doctor, pharmacist or nurse beforénguarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecti@m other illnesses associated with HIV infection.
You must keep in regular contact with your doctor.

People taking darunavir may develop a skin radghedently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdivHinfection), rashes (generally mild or moderate)
may occur more frequently than in patients takiitigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points aglbtiytour doctor if any of these apply to you.

- Tell your doctor if you have haatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe yivar disease is before deciding if you can
take darunavir.

- Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the ¢loo

- Tell your doctor immediately if you notice anymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedrHIV infection and a history of
opportunistic infection, signs and symptoms ofanfmation from previous infections may
occur soon after anti-HIV treatment is starteds believed that these symptoms are due to an
improvement in the body’s immune response, enabhirgody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autainme disorders (a condition that occurs when
the immune system attacks healthy body tissue)atsmyoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudesorders may occur many months after
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the start of treatment. If you notice any symptarhmfection or other symptoms such as
muscle weakness, weakness beginning in the hamd®anand moving up towards the trunk of
the body, palpitations, tremor or hyperactivityggse inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidedqe.g. used to treat certain infections).

- Tell your doctor if you notice anypusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiemese immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yau use Darunavir Viatris.

Children
Darunavir is not for use in children younger thayears of age or weighing less than 15 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawe recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines’

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibitod®yRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion iftbits)]. Darunavir with ritonavir has not been &bt
with all PIs (protease inhibitors) and must nouked with other HIV PIs. In some cases dosage of
other medicines might need to be changed. Therafarays tell your doctor if you take other anti-
HIV medicines and follow your doctor’s instructicarefully on which medicines can be combined.

The effects of darunavir might be reduced if ydietany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoi(io prevent seizures)

- Dexamethasongorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutirfmedicines to treat some infections such as tubesis)

- Saquinavir(HIV infection).

The effects of other medicines might be influenifgu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaide, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medgmay be increased.

- Apixaban, dabigatran etexilate, edoxaban, rivareabwarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.

- Oestrogen-based hormonal contraceptives and hotmepiacement therapy. Darunavir might
reduce its effectiveness. When used for birth abngdternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenonddarunavir might increase the risk for elevatethpsium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastaiito lower cholesterol levels). The risk of muscésrhge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

151



- Clarithromycin(antibiotic)

- Ciclosporin, everolimus, tacrolimus, sirolim(fer dampening down your immune system) as
the therapeutic effect or side effects of theseiomes might be increased.

- Corticosteroids including betamethasone, budesoifidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjgsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxongnedicines to treat opioide dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrin@a combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimstine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvifto treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@d treat pain)

- Fesoterodine, solifenacin (to treat urologic disers)).

Your doctor might want to do some additional bloests and the dosage of other medicines might
need to be changed since either their own or danim#herapeutic effect or side effects may be
influenced when combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfarito feduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken aftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢ha pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortripty&, paroxetine, sertraline, trazodofte treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadondto treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseov@ pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyoan, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions).

This isnot a complete list of medicines. Tell your healthgaravider abougll medicines that you are
taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris'.

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfieally directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréadtinfants, women should not breast-feed if they
receiving Darunavir Viatris.
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Breast-feeding is not recommended in women liviitlp W1V because HIV infection can be passed on
to the baby in breast milk. If you are breast-fagdor thinking about breast-feeding, you shouttdés
it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diafter taking Darunavir Viatris.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimldaflet or as your doctor, pharmacist or nua h
told you. Check with your doctor, pharmacist orssuif you are not sure.

Even if you feel better, do not stop taking Darun&Vatris and ritonavir without talking to your
doctor.

After therapy has been initiated, the dose or de$agn must not be changed or therapy must not be
stopped without instruction of the doctor.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine
this)

You will require a different dose of darunavir winicannot be administered with these 300 milligram
tablets. Other strengths of Darunavir Viatris arailable.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)

The dose is either:

- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.
OR

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir once daily. Darunavir Viatris
400 milligram and 800 milligram tablets are onlyo®used to construct the once daily 800
milligram regimen.

Please discuss with your doctor which dose is fighyou.

Instructions for adults

- Take darunavir always together with ritonavir. Deavir cannot work properly without
ritonavir.

- In the morning, take two 300 milligram darunaviblits together with 100 milligram ritonavir.

- In the evening, take two 300 milligram darunavbiéas together with 100 milligram ritonavir.

- Take darunavir with food. Darunavir cannot workperdy without food. The type of food is not
important.

- Swallow the tablets with a drink such as water dk.m

- Darunavir 75 milligram and 150 milligram tabletsseébeen developed for use in children, but
can also be used in adults in some cases.

Dose for children of 3 years of age and above, wkigg at least 15 kilograms who have not taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right once daily dds#sed on the weight of the child (see table below).
This dose must not exceed the recommended adwdf disch is 800 milligram darunavir together
with 100 milligram ritonavir once a day.

The doctor will inform you on how much Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take.
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Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligran
between 30 and 40 kilogra 675 milligran 100 milligran
more than 40 kilogran 800 milligran 100 milligran

aritonavir oral solution: 80 milligram per millir

Dose for children of 3 years of age and above, waigg at least 15 kilograms who have taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right dose based omweight of the child (see table below). The doctor
will determine if once daily dosing or twice dadgsing is appropriate for the child. This dose must
not exceed the recommended adult dose, which isréli@ram darunavir together with

100 milligram ritonavir two times per day or 800lligram darunavir together with 100 milligram
ritonavir once a day.

The doctor will inform you on how many Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take. Tabldtwer strengths are available and your doctor may
have prescribed a certain combination of tabletotwstruct the appropriate dosing regimen.

Other forms of this medicine may be more suitabtechildren: ask your doctor or pharmacist.

Twice daily dosing

Weight One dose |
between 15 and 30 kilograms 375 milligram darunavir + 50 milligram ritonaviy
twice a da
between 30 and 40 kilograms 450 milligram darunaws0 milligram ritonavir
twice a day
more than 40 kilograms* 600 milligram darunavir + 100 milligram
ritonavir twice a da

* For children aged 12 or more and weighing attld@skilograms, your child’s doctor will determiifeDarunavir Viatris
800 milligram once daily dosing may be used. Thisnot be administered with these 300 milligrameeblOther
strengths of Darunavir Viatris are available.

Once daily dosing

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligran
between 30 and 40 kilogra 675 milligran 100 milligran
more than 40 kilogran 800 milligran 100milligram

aritonavir oral solution: 80 milligram per millir

Instructions for children

- The child must take darunavir always together wittnavir. Darunavir cannot work properly
without ritonavir.

- The child must take the appropriate doses of dafuaad ritonavir two times per day or once a
day. If prescribed darunavir twice daily the chitdist take one dose in the morning, and one
dose in the evening. Your child’s doctor will debéne the appropriate dosing regimen for your
child.

- The child must take darunavir with food. Darunaannot work properly without food. The
type of food is not important.

- The child must swallow the tablets with a drinklsas water or milk.

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel

If you forget to take Darunavir Viatris

If you noticewithin 6 hours, you must take the tablets immediately. Alwaystakth ritonavir and
food. If you noticeafter 6 hours, then skip the intake and take the next dosesaal.uDo not take a
double dose to make up for a forgotten dose.
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If you vomit after taking Darunavir Viatris and rit onavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavatis and ritonavir
should be taken with food as soon as possibleufyomitmore than 4 hoursafter taking the
medicine, then you do not need to take another dbBarunavir Viatris and ritonavir until the next
regularly scheduled time.

Contact your doctaf you are uncertain about what to do if you miss a dose or vomit.

Do not stop taking Darunavir Viatris without talkin g to your doctor first
Anti-HIV medicines may make you feel better. Evelmew you feel better, do not stop taking
Darunavir Viatris. Talk to your doctor first.

If you have any further questions on the use & tiedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an incease in wedgid in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsitaehanges.

Like all medicines, this medicine can cause sifieced, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe Hean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdtiis B or C infection, your doctor should check
your blood tests more often because you have @aeased chance of developing liver problems. Talk
to your doctor about the signs and symptoms of jreblems. These may include yellowing of your
skin or whites of your eyes, dark (tea colouredeyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, aghangain and discomforton your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your woavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).
Very common side effects (may affect more than 10mpeople)
- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpdpsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pte)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching

- kidney failure, kidney stones, difficult dischargieurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails
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- muscle pain, muscle cramps or weakness, pain iBraitl/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts

- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 p=op

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjifse(of white blood cells), effects on liver,
kidney or lung]

- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or cbeymiThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisime the same family as darunavir. These are:

- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side

effects not listed in this leaflet. You can alspae side effects directly via the national repugti

system listed iM\ppendix V. By reporting side effects you can help provideenaformation on the

safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dticdn.

Do not use this medicine after the expiry date Wiiscstated on the carton, blister and on the éottl
after EXP. The expiry date refers to the last datphat month.

This medicine does not require any special stocageitions.
For bottles: Once opened, use within 100 days.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to
throw away any medicines you no longer use. The=zsnres will help protect the environment.
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6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tableagmB800 milligram of darunavir.

- The other ingredients are colloidal anhydrousailegellulose microcrystalline, crospovidone
(Type A), sodium starch glycolate, hypromellosegmesium stearate. The film-coating
contains polyvinyl alcohol partially hydrolysedatiium dioxide (E171), macrogol and talc.

What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 300 mg film-coated tablets aratelio off-white, oval shaped, with two curved
sides, marked with M on one side and DV3 on theroside.

Darunavir Viatris 300 mg film-coated tablets araitable in blister packs containing 30, 60 and 120
tablets and in plastic bottles containing 30 andl thblets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturer

Mylan Hungary Kft

H-2900 Koméarom, Mylan utca 1
Hungary

McDermott Laboratories Limited trading as Gerartdtories
35/36 Baldoyle Industrial Estate, Grange Road, [Duti
Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beagsér 1
Bad Homburg v. d. Hoehe

Hessen, 61352

Germany

For any information about this medicine, pleaseacdtthe local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bouarapus Luxembourg/Luxemburg

Maiinan EOO/1 Viatris

Ten: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kit.

Tel: + 420 222 004 400 Tel.: + 36 1 465 2100
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Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EAMada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: 433437 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: 4353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris ltalia S.r.l
Tel: + 39 (0) 2 612 46921

Kvmpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: 4371 676 055 80

This leaflet was last revised in {(MM/YYYY}.

Other sources of information

Detailed information on this medicine is availabtethe European Medicines Agency web site:

http://www.ema.europa.eu.

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00
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Package leaflet: Information for the user
Darunavir Viatris 400 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbgrmacist or nurse.

- This medicine has been prescribed for you onlynBiopass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundidtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

oukrwnNpE

1. What Darunavir Viatris is and what it is used foa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?

Darunavir is used to treat adults and children@y®ef age and above, at least 40 kilograms body

weight) who are infected by HIV and

- who have not used antiretroviral medicines before.

- in certain patients who have used antiretroviradlicines before (your doctor will determine
this).

Darunavir must be taken in combination with a lcase of cobicistat or ritonavir and other anti-HIV
medicines. Your doctor will discuss with you whimbmbination of medicines is best for you.

2. What you need to know before you take DarunaviViatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients of timedicine (listed in section
6) or to cobicistat or ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sevef your
liver disease. Some additional tests might be sacgs
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Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctorulswitching to another medicine.

Medicine Purpose of the medicine
Avanafi to treat erectile dysfuncti
Astemizol¢or terfenadini to treat allergy symptor
Triazolamandoral (taken by mouthmidazolar to help you sleep and/or relieve anx
Cisapride to treat some stomach conditi
Colchicine(if you have kidney and/or liver to treat gout or familial Mediterranean fever
problems
Lurasidone, pimozide, quetiapior sertindole to treat psychiatric conditio
Ergot alkaloiddike ergotamine to treat migraine headaches

dihydroergotamingergometrineand
methylergonovir
Amiodarone, bepridil, dronedarone, ivabradine, | to treat certain heart disorders e.g. abnormalthear

quinidine, ranolazin bea

Lovastatin, simvastatin and lomitap to lower cholesterol leve

Rifampicir to treat some infections such as tubercu

The combination produdbpinavir/ritonavir this anti-HIV medicine belongs to the same class as
darunavi

Elbasvir/grazoprevi to treat hepatitis C infecti

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a heardck

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea aivomiting

Do not combine darunavir with products that contidohn’s wor{Hypericum perforatum)

Warnings and precautions
Talk to your doctor, pharmacist or nurse beforéngoarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecsiam other illnesses associated with HIV infection.
You must keep in regular contact with your doctor.

People taking darunavir may develop a skin radredently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdhhfection), rashes (generally mild or moderate)
may occur more frequently than in patients takiitigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points altiytour doctor if any of these apply to you.

- Tell your doctor if you have haatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe yivar disease is before deciding if you can
take darunavir.

- Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the ¢loo

- Tell your doctor immediately if you notice asymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedrHIV infection and a history of
opportunistic infection, signs and symptoms ofanfmation from previous infections may
occur soon after anti-HIV treatment is starteds believed that these symptoms are due to an
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improvement in the body’s immune response, enaltliadhody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autaimme disorders (a condition that occurs when
the immune system attacks healthy body tissue)atsmyoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudisorders may occur many months after
the start of treatment. If you notice any symptarhmfection or other symptoms such as
muscle weakness, weakness beginning in the hand®anand moving up towards the trunk of
the body, palpitations, tremor or hyperactivitygase inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidege.g. used to treat certain infections).

- Tell your doctor if you notice anpusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiergese immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yanuuse Darunavir Viatris.

Children and adolescents
Darunavir is not for use in children younger thayears of age or weighing less than 15 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawe recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines’

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibifodyRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion iitbits)]. Darunavir with cobicistat or ritonavir has
not been tested with all Pls (protease inhibitars} must not be used with other HIV PlIs. In some
cases dosage of other medicines might need todveyeld. Therefore always tell your doctor if you
take other anti-HIV medicines and follow your datdanstruction carefully on which medicines can
be combined.

The effects of darunavir might be reduced if ydwetany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoifio prevent seizures)

- Dexamethasongorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutifmedicines to treat some infections such as tuhbssi)

- Saquinavir(HIV infection).

The effects of other medicines might be influenifgu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaine, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medicimay be increased.

- Apixaban, dabigatran etexilate, edoxaban, rivara@bwarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.
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- Oestrogen-based hormonal contraceptives and hofmepiacement therapy. Darunavir might
reduce its effectiveness. When used for birth abnaiternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenonéarunavir might increase the risk for elevatethpsium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastatito lower cholesterol levels). The risk of muscéahge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

- Clarithromycin(antibiotic)

- Ciclosporin, everolimus, tacrolimus, sirolim{fsr dampening down your immune system) as the
therapeutic effect or side effects of these medsmight be increased.

- Corticosteroids including betamethasone, budesgiiidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjmsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxongmedicines to treat opioid dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrinéa combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimstine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvi(to treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@b treat pain)

- Fesoterodine, solifenacifto treat urologic disorders).

Your doctor might want to do some additional bloests and the dosage of other medicines might

need to be changed since either their own or daitim#herapeutic effect or side effects may be

influenced when combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfarito feduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken aftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢ha pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortripty&, paroxetine, sertraline, trazodofte treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadondto treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseoie pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyoan, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions)

- Metformin(to treat type 2 diabetes).

This isnot a complete list of medicines. Tell your healthgamavider abougll medicines that you are
taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris.
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Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfieaglly directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréadinfants, women should not breast-feed if they
receiving Darunavir Viatris.

Breast-feeding is not recommended in women livinidy W1V because HIV infection can be passed on
to the baby in breast milk. If you are breast-fagar thinking about breast-feeding, you shoulduks
it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diaftgr taking darunavir.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimléaflet or as your doctor, pharmacist or nu@e h
told you. Check with your doctor, pharmacist orseuif you are not sure.

Even if you feel better, do not stop taking darunamd cobicistat or ritonavir without talking toyr
doctor.

After therapy has been initiated, the dose or de@$agm must not be changed or therapy must not be
stopped without instruction of the doctor.

Darunavir 400 mg tablets are only to be used tatroat the once daily 800 mg regimen.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine
this)

The usual dose of darunavir is 800 milligram (2dtgcontaining 400 milligram of Darunavir Viatris
or 1 tablet containing 800 milligram of Darunaviiatfis) once daily.

You must take darunavir every day and always intoation with 150 milligram of cobicistat or
100 milligram of ritonavir and with food. Darunawdannot work properly without cobicistat or
ritonavir and food. You must eat a meal or a sivaittkin 30 minutes prior to taking your darunavir
and cobicistat or ritonavir. The type of food ig moportant. Even if you feel better, do not stakimg
darunavir and cobicistat or ritonavir without talgito your doctor.

Instructions for adults

- Take two 400 milligram tablets at the same timeeom day, every day.

- Take darunavir always together with 150 milligraficabicistat or 200 milligram of ritonavir.

- Take darunavir with food.

- Swallow the tablets with a drink such as water dk.m

- Take your other HIV medicines used in combinatiatihwarunavir and cobicistat or ritonavir
as recommended by your doctor.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)

The dose is either:

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 150 ngllam cobicistat or 100 milligram ritonavir
once daily.
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OR
- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.

Please discuss with your doctor which dose is fighyou.

Dose for children 3 years of age and above with ohavir, and 12 years of age and above with
cobicistat, weighing more than 40 kilograms who haw not taken antiretroviral medicines before
(your child’s doctor will determine this)
- The usual dose of darunavir is 800 milligram (detbcontaining 400 milligram of darunavir or
1 tablet containing 800 milligram of darunavir) élger with 100 milligram ritonavir or
150 milligram of cobicistat once daily.

Dose for children 3 years of age and above with ohavir, and 12 years of age and above with

cobicistat, weighing more than 40 kilograms who hataken antiretroviral medicines before

(your child’s doctor will determine this)

The dose is either:

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir or 150 milligram of cobicistat
once daily.

OR

- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing

600 milligram of darunavir) together with 100 nghlam ritonavir twice daily.

Please discuss with your doctor which dose is ffighyou.

Instructions for children 3 years of age and abowgth ritonavir, and 12 years of age and above

with cobicistat, weighing more than 40 kilograms

- Take 800 milligram darunavir (2 tablets contain#i® milligram of darunavir or 1 tablet
containing 800 milligram of darunavir) at the satinge, once a day, every day.

- Take darunavir always together with 100 milligrafmitonavir or 150 milligram of cobicistat.

- Take darunavir with food.

- Swallow the tablets with a drink such as water dk.m

- Take your other HIV medicines used in combinatiatihwdarunavir and ritonavir or cobicistat
as recommended by your doctor.

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel

If you forget to take Darunavir Viatris

If you noticewithin 12 hours, you must take the tablets immediately. Alwaystakth cobicistat or
ritonavir and food. If you noticafter 12 hours, then skip the intake and take the next dosesaal.u
Do not take a double dose to make up for a forgattese.

If you vomit after taking Darunavir Viatris and cob icistat or ritonavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavaiths and cobicistat
or ritonavir should be taken with food as soon@ssible. If you vomimore than 4 hoursafter

taking the medicine, then you do not need to taigheer dose of Darunavir Viatris and cobicistat or
ritonavir until the next regularly scheduled time.

Contact your doctaf you are uncertain about what to do if you miss a dose or vomit.
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Do not stop taking Darunavir Viatris without talkin g to your doctor first
Anti-HIV medicines may make you feel better. Evemew you feel better, do not stop taking
Darunavir Viatris. Talk to your doctor first.

If you have any further questions on the use af thedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an increase in Weind in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsthehanges.

Like all medicines, this medicine can cause sifieces, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe Iean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdtiis B or C infection, your doctor should check
your blood tests more often because you have aedsed chance of developing liver problems. Talk
to your doctor about the signs and symptoms of jreblems. These may include yellowing of your
skin or whites of your eyes, dark (tea coloured)eyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, achingain and discomfort on your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your @oavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).

Very common side effects (may affect more than 10mpeople)
- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpdpsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pbe)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching

- kidney failure, kidney stones, difficult dischargieurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails

- muscle pain, muscle cramps or weakness, pain ieraily/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts
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- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 pop

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjfse(of white blood cells), effects on liver,
kidney or lung]

- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or cheyniThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisime the same family as darunavir. These are:
- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can alspae side effects directly via the national repugti
system listed i\ppendix V. By reporting side effects you can help provideenaformation on the
safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dticdn.

Do not use this medicine after the expiry date Wiscstated on the carton, blister and on the éottl
after EXP. The expiry date refers to the last datphat month.

This medicine does not require any special stocageitions.

For bottles: Once opened, use within 100 days.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to
throw away any medicines you no longer use. The=zsnres will help protect the environment.

6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tabletaam00 milligrams of darunavir.

- The other ingredients are colloidal anhydrous ajlaellulose microcrystalline, crospovidone,

sodium starch glycolate, hypromellose, magnesiwarate. The film-coating contains
polyvinyl alcohol partially hydrolysed, titaniumadiide (E171), macrogol and talc.
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What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 400 mg film-coated tablets aratelio off-white, oval shaped with two curved
sides, marked with M on one side and DV4 on therotide.

Darunavir Viatris 400 mg film-coated tablets araitable blister packs containing 30 and 60 tablets
and in the HDPE bottles of 60 and 100 tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturer

Mylan Hungary Kft

H-2900 Koméarom, Mylan utca 1

Hungary

McDermott Laboratories Limited trading as Gerartdmtories
35/36 Baldoyle Industrial Estate, Grange Road, Dul

Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beags#r 1

Bad Homburg v. d. Hoehe
Hessen, 61352
Germany

For any information about this medicine, pleasgacithe local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bbbarapus
Maiinan EOO/]
Ten: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: + 36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 356 21 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300
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Eesti
Viatris OU
Tel: + 372 6363 052

El\dda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: 433437 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris ltalia S.r.l
Tel: + 39 (0) 2 612 46921

Kvmpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: 4371 676 055 80

This leaflet was last revised in {MM/YYYY}.

Other sources of information

Detailed information on this medicine is availabtethe European Medicines Agency web site:

http://www.ema.europa.eu.

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00
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Package leaflet: Information for the user
Darunavir Viatris 600 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbgrmacist or nurse.

- This medicine has been prescribed for you onlynBiopass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundhtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

oukrwnNpE

1. What Darunavir Viatris is and what it is used fa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?

Darunavir is used to treat adults and children pé&rs of age and above, and at least 15 kilogram
body weight who are infected by HIV and who haveady used other antiretroviral medicines.
Darunavir must be taken in combination with a lavgel of ritonavir and other anti-HIV medicines.
Your doctor will discuss with you which combinatiohmedicines is best for you.

2. What you need to know before you take DarunaviViatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients of timedicine (listed in section
6) or to ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sevef your
liver disease. Some additional tests might be sargs

Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctoruiswitching to another medicine.

Medicine Purpose of the medicine
Avanafi to treat erectile dysfuncti
Astemizol¢or terfenadini to treat allergy symptor
Triazolamandoral (taken by mouthmidazolar to help you sleep and/or relieve anx
Cisapride to treat somistomach conditior
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Medicine

Purpose of the medicine

Colchicine(if you have kidney and/or liver
problems

to treat gout or familial Mediterranean fever

Lurasidone, pimozide, quetiapor sertindol¢

to treat psychiatric conditio

Ergot alkaloiddike ergotamine
dihydroergotamineergometrineand
methylergonovir

to treat migraine headaches

Amiodarone, bepridil, dronedarone, ivabradine,
quinidine, ranolazin

to treat certain heart disorders e.g. abnormaithe
bea

Lovastatin, simvastatin and lomitap

to lower cholesterol leve

Rifampicir

to treat some infections such as tubercu

The combination produdbpinavir/ritonavir

this anti-HIV medicine belongs to the same class
DarunavirViatris

5 aS

Elbasvir/grazoprevi

to treat hepatitis C infectis

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a heattacl

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea and vomit

Do not combine darunavir with products that conttidohn’s worfHypericum perforatum)

Warnings and precautions

Talk to your doctor, pharmacist or nurse beforéngarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecsiamn other illnesses associated with HIV infection.

You must keep in regular contact with your doctor.

People taking darunavir may develop a skin raghediently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdHhfection), rashes (generally mild or moderate)
may occur more frequently than in patients takinigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points agibtlytour doctor if any of these apply to you.

- Tell your doctor if you have hgatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe \ivar disease is before deciding if you can

take darunavir.

- Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the #hloo

- Tell your doctor immediately if you notice anymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedrmIV infection and a history of
opportunistic infection, signs and symptoms ofanimation from previous infections may
occur soon after anti-HIV treatment is starteds lelieved that these symptoms are due to an
improvement in the body’s immune response, enaltliadhody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autaimme disorders (a condition that occurs when
the immune system attacks healthy body tissue)aisayoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudsorders may occur many months after
the start of treatment. If you notice any symptarhmfection or other symptoms such as
muscle weakness, weakness beginning in the hand®anand moving up towards the trunk of
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the body, palpitations, tremor or hyperactivitygase inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidege.g. used to treat certain infections).

- Tell your doctor if you notice anyusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiexsgee immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yanuuse Darunavir Viatris.

Children
Darunavir is not for use in children younger thayears of age or weighing less than 15 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawe recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines’

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibifddyRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion iftbits)]. Darunavir with ritonavir has not been &bt
with all PIs (protease inhibitors) and must noubked with other HIV Pls. In some cases dosage of
other medicines might need to be changed. Therafarays tell your doctor if you take other anti-
HIV medicines and follow your doctor’s instructioarefully on which medicines can be combined.

The effects of darunavir might be reduced if ydietany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoifio prevent seizures)

- Dexamethasongorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutirfmedicines to treat some infections such as tubesis)

- Saquinavir(HIV infection).

The effects of other medicines might be influeniégmu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaine, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medicimay be increased.

- Apixaban, dabigatran etexilate, edoxaban, rivaraabwarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.

- Oestrogen-based hormonal contraceptives and hotmepiacement therapy. Darunavir might
reduce its effectiveness. When used for birth abnaiternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenonéarunavir might increase the risk for elevatethpsium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastatito lower cholesterol levels). The risk of muscéahge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

- Clarithromycin(antibiotic)
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- Ciclosporin, everolimus, tacrolimus, sirolim{fsr dampening down your immune system) as the
therapeutic effect or side effects of these mediimight be increased.

- Corticosteroids including betamethasone, budesoifidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjgsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxongmedicines to treat opioid dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrinéa combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimistine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvifto treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@b treat pain)

- Fesoterodine, solifenacifto treat urologic disorders).

Your doctor might want to do some blood tests &eddosage of other medicines might need to be
changed since either their own or darunavir’s theusic effect or side effects may be influencedmvhe
combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfafito reduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken raftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢hia pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortriptyéi, paroxetine, sertraline, trazodo(te treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadon€to treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseov@ pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyoan, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions).

This isnot a complete list of medicines. Tell your healthgar@vider abouall medicines that you are
taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris.

Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfielly directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréadinfants, women should not breast-feed if thegy
receiving Darunavir Viatris.
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Breast-feeding is hot recommended in women livirtlp WIV because HIV infection can be passed
on to the baby in breast milk. If you are breasidfag, or thinking about breast-feeding, you should
discuss it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diafter taking Darunavir Viatris.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimldaflet or as your doctor, pharmacist or nua h
told you. Check with your doctor, pharmacist orssuif you are not sure.

Even if you feel better, do not stop taking Darun&Vatris and ritonavir without talking to your
doctor.

After therapy has been initiated, the dose or de$agn must not be changed or therapy must not be
stopped without instruction of the doctor.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine
this)

You will require a different dose of darunavir winicannot be administered with these 600 milligram
tablets. Other strengths of Darunavir Viatris arailable.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)

The dose is either:

- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.
OR

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir once daily. Darunavir Viatris
400 milligram and 800 milligram tablets are onlyo®used to construct the once daily 800
milligram regimen.

Please discuss with your doctor which dose is fighyou.

Instructions for adults

- Take darunavir always together with ritonavir. Deavir cannot work properly without
ritonavir.

- In the morning, take one 600 milligram darunavioléa together with 200 milligram ritonavir.

- In the evening, take one 600 milligram darunaviteéatogether with 100 milligram ritonavir.

- Take darunavir with food. Darunavir cannot workperdy without food. The type of food is not
important.

- Swallow the tablets with a drink such as water dk.m

- Darunavir Viatris 75 milligram and 150 milligrambiats have been developed for use in
children, but can also be used in adults in sorsesca

Dose for children of 3 years of age and above, wkigg at least 15 kilograms who have not taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right once daily dds#sed on the weight of the child (see table below).
This dose must not exceed the recommended adwdf disch is 800 milligram darunavir together
with 100 milligram ritonavir once a day.

The doctor will inform you on how much Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take.
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Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100milligram
between 30 and 40 kilogra 675 milligran 100 milligran
more than 40 kilogran 800 milligran 100 milligran

aritonavir oral solution: 80 milligram per millir

Dose for children of 3 years of age and above, wiigg at least 15 kilograms who have taken
antiretroviral medicines before (your child’s docta will determine this)

The doctor will work out the right dose based omweight of the child (see table below). The doctor
will determine if once daily dosing or twice dadgsing is appropriate for the child. This dose must
not exceed the recommended adult dose, which isréli@ram darunavir together with

100 milligram of ritonavir two times per day or 8@0lligram darunavir together with 100 milligram
ritonavir once a day.

The doctor will inform you on how many Darunaviratfis tablets and how much ritonavir (capsules,
tablets or solution) the child must take. Tabldtwer strengths are available to construct the
appropriate dosing regimen.

Other forms of this medicine may be more suitabtechildren: ask your doctor or pharmacist.

Twice daily dosing

Weight One dose is
between 15 and 30 kilograms 375 milligram darunawO milligram ritonavir
twice a da
between 30 and 40 kilograms 450 milligram darunaws0 milligram ritonavir
twice a da
more than 40 kilograms* 600 milligram darunavir 30Imilligram
ritonavir twice a da

* For children aged 12 or more and weighing attld@skilograms, your child’s doctor will determiifeDarunavir Viatris
800 milligram once daily dosing may be used. Thisnot be administered with these 600 milligrametblOther
strengths of Darunavir Viatris are available.

Once daily dosing

Weight One darunavir dose is One ritonavif dose is
between 15 and 30 kilogra 600 milligran 100 milligrarn
between 30 and 40 kilogra 675 milligran 100 milligran
more than 40 kilogran 800 milligran 100milligram

aritonavir oral solution: 80 milligram per millir

Instructions for children

- The child must take darunavir always together witimavir. Darunavir cannot work properly
without ritonavir.

- The child must take the appropriate doses of dafuaad ritonavir two times per day or once a
day. If prescribed darunavir twice daily the chitdist take one dose in the morning, and one
dose in the evening. Your child’s doctor will debéne the appropriate dosing regimen for your
child.

- The child must take darunavir with food. Darunaznnot work properly without food. The
type of food is not important.

- The child must swallow the tablets with a drinklsas water or milk.

- Darunavir Viatris 75 mg and 150 mg tablets haventosyeloped for use in children weighing
less than 40 kilograms, but can also be used iltsaidlusome cases.

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel
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If you forget to take Darunavir Viatris

If you noticewithin 6 hours, you must take your missed dose immediately. Abmake with
ritonavir and food. If you noticafter 6 hours, then skip the intake and take the next doseswae.u
Do not take a double dose to make up for a forgattese.

If you vomit after taking Darunavir Viatris and rit onavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavatis and ritonavir
should be taken with food as soon as possibleufyomitmore than 4 hoursafter taking the
medicine, then you do not need to take another dbBarunavir Viatris and ritonavir until the next
regularly scheduled time.

Contact your doctaif you are uncertain about what to do if you miss a dose or vomit.

Do not stop taking Darunavir Viatris without talkin g to your doctor first
Anti-HIV medicine may make you feel better. Evenenmtyou feel better, do not stop taking Darunavir
Viatris. Talk to your doctor first.

If you have any further questions on the use af tedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an increase in Wegnd in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsthehanges.

Like all medicines, this medicine can cause sifieces, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe Iean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdigis B or C infection, your doctor should check
your blood tests more often because you have aedsed chance of developing liver problems. Talk
to your doctor about the signs and symptoms of fiwveblems. These may include yellowing of your
skin or whites of your eyes, dark (tea coloured)eyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, achingain and discomfort on your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@ severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your @oavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).
Very common side effects (may affect more than 10mpeople)

- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpépsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pbe)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching
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- kidney failure, kidney stones, difficult dischargleurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails

- muscle pain, muscle cramps or weakness, pain iBraitl/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts

- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 pop

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjifse(of white blood cells), effects on liver,
kidney or lung]

- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or ckeyiThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisiire the same family as darunavir. These are:

- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side

effects not listed in this leaflet. You can alspae side effects directly via the national repugti

system listed iM\ppendix V. By reporting side effects you can help provideenaformation on the

safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dficdm.

Do not use this medicine after the expiry date Wiscstated on the carton, blister and on theéottl
after EXP. The expiry date refers to the last datphat month.

This medicine does not require any special stocagelitions.
For bottles: Once opened, use within 100 days.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to
throw away any medicines you no longer use. The=zsores will help protect the environment.
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6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tableagmn600 milligram of darunavir.

- The other ingredients are colloidal anhydrous ajlaellulose microcrystalline, crospovidone,
sodium starch glycolate, hypromellose, magnesiwarate. The film-coating contains
polyvinyl alcohol partially hydrolysed, titaniumadiide (E171), macrogol and talc.

What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 600 mg film-coated tablets aratelio off-white, oval shaped, with two curved
sides, marked with M on one side and DV5 on theroside.

Darunavir Viatris 600 mg film-coated tablets araitable in blister packs containing 30 and 60 teble
and in plastic bottles containing 30, 60 and 90stab

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturers

Mylan Hungary Kft

H-2900 Koméarom, Mylan utca 1
Hungary

McDermott Laboratories Limited trading as Gerartdtories
35/36 Baldoyle Industrial Estate, Grange Road, [Duti
Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beagsér 1
Bad Homburg v. d. Hoehe

Hessen, 61352

Germany

For any information about this medicine, pleaseacdtthe local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bouarapus Luxembourg/Luxemburg

Maiinan EOO/1 Viatris

Ten: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kit.

Tel: + 420 222 004 400 Tel.: + 36 1 465 2100
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Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

EAMada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: 433437 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: 4353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris ltalia S.r.l
Tel: + 39 (0) 2 612 46921

Kvmpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: 4371 676 055 80

This leaflet was last revised in {(MM/YYYY}.

Other sources of information

Detailed information on this medicine is availabtethe European Medicines Agency web site:

http://www.ema.europa.eu.

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300
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Package leaflet: Information for the user
Darunavir Viatris 800 mg film-coated tablets
darunavir

Read all of this leaflet carefully before you startaking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your dogtbgrmacist or nurse.

- This medicine has been prescribed for you onlynBiopass it on to others. It may harm them,
even if their signs of iliness are the same ass/our

- If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible
side effects not listed in this leaflet. See sectio

What is in this leaflet

What Darunavir Viatris is and what it is used fo
What you need to know before you take Darundidtris
How to take Darunavir Viatris

Possible side effects

How to store Darunavir Viatris

Contents of the pack and other information

oukrwnNpE

1. What Darunavir Viatris is and what it is used foa

What is Darunavir Viatris?

Darunavir Viatris contains the active substanceidavir. Darunavir is an antiretroviral medicine dise
in the treatment of Human Immunodeficiency Virus\(Hinfection. It belongs to a group of
medicines called protease inhibitors. Darunavirkedsy reducing the amount of HIV in your body.
This will improve your immune system and reducesrtbk of developing illnesses linked to HIV
infection.

What it is used for?

Darunavir is used to treat adults and childreng@ryg of age and above, at least 40 kilograms body

weight) who are infected by HIV and

- who have not used antiretroviral medicines before.

- in certain patients who have used antiretroviradlicines before (your doctor will determine
this).

Darunavir must be taken in combination with a lcase of cobicistat or ritonavir and other anti-HIV
medicines. Your doctor will discuss with you whimbmbination of medicines is best for you.

2. What you need to know before you take DarunaviViatris

Do not take Darunavir Viatris

- if you areallergic to darunavir or any of the other ingredients of timedicine (listed in section
6) or to cobicistat or ritonavir.

- if you havesevere liver problems Ask your doctor if you are unsure about the sevef your
liver disease. Some additional tests might be sacgs
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Do not combine Darunavir Viatris with any of the fdlowing medicines
If you are taking any of these, ask your doctorulswitching to another medicine.

Medicine

Purpose of the medicine

Avanafil

to treat erectile dysfuncti

Astemizol¢or terfenadini

to treat allergy symptor

Triazolamandoral (taken by mouthmidazolar

to help you sleep and/or relieve anx

Cisapride

to treat some stomach conditi

Colchicine(if you have kidney and/or liver
problems

to treat gout or familial Mediterranean fever

Lurasidone, pimozide, quetiapior sertindole

to treat psychiatric conditio

Ergot alkaloiddike ergotamine
dihydroergotamingergometrineand
methylergonovir

to treat migraine headaches

Amiodarone, bepridil, dronedarone, ivabradine,
quinidine, ranolazin

to treat certain heart disorders e.g. abnormalthe
bea

Lovastatin, simvastatin and lomitap

to lower cholesterol leve

Rifampicir

to treat some infections such as tubercu

The combination produdbpinavir/ritonavir

this anti-HIV medicine belongs to the same class
DarunavirViatris

b aS

Elbasvir/grazoprevi

to treat hepatitis C infecti

Alfuzosit to treat enlarged prost:

Sildenafil to treat high blood pressure in the pulmonary
circulatior

Ticagrelor to help stop the clumping of platelets in the
treatment of patients with a history of a head ek

Naloxego to treat opioid induced constipat

Dapoxetin to treat premature ejaculat

Domperidon to treat nausea and vomit

Do not combine darunavir with products that conttidohn’s worfHypericum perforatum)

Warnings and precautions
Talk to your doctor, pharmacist or nurse beforéngarunavir Viatris.

Darunavir is not a cure for HIV infection.

People taking darunavir may still develop infecti@m other illnesses associated with HIV infection.

You must keep in regular contact with your doctor.

People taking darunavir may develop a skin radhediently a rash may become severe or
potentially life-threatening. Please contact yooetdr whenever you develop a rash.

In patients taking darunavir and raltegravir (fdHhfection), rashes (generally mild or moderate)
may occur more frequently than in patients takiitigee medicine separately.

Tell your doctor about your situation BEFORE and DURING your treatment

Make sure that you check the following points aglbtiytour doctor if any of these apply to you.

Tell your doctor if you have hgatoblems with your liver before, including hepatitis B or C
infection. Your doctor may evaluate how severe yivar disease is before deciding if you can

take darunavir.

Tell your doctor if you havdiabetes Darunavir might increase sugar levels in the éloo

Tell your doctor immediately if you notice anymptoms of infection(for example enlarged
lymph nodes and fever). In some patients with adedmIV infection and a history of
opportunistic infection, signs and symptoms ofdnfmation from previous infections may
occur soon after anti-HIV treatment is starteds lelieved that these symptoms are due to an
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improvement in the body’s immune response, enaltliadhody to fight infections that may
have been present with no obvious symptoms.

- In addition to the opportunistic infections, autaimme disorders (a condition that occurs when
the immune system attacks healthy body tissue)atsmyoccur after you start taking medicines
for the treatment of your HIV infection. Autoimmudisorders may occur many months after
the start of treatment. If you notice any symptarhmfection or other symptoms such as
muscle weakness, weakness beginning in the hand®anand moving up towards the trunk of
the body, palpitations, tremor or hyperactivitygase inform your doctor immediately to seek
necessary treatment.

- Tell your doctor if you haveaemophilia. Darunavir might increase the risk of bleeding.

- Tell your doctor if you arallergic to sulphonamidege.g. used to treat certain infections).

- Tell your doctor if you notice anpusculoskeletal problems Some patients taking
combination antiretroviral therapy may develop addisease called osteonecrosis (death of
bone tissue caused by loss of blood supply to éime) The length of combination antiretroviral
therapy, corticosteroid use, alcohol consumptiergese immunosuppression, higher body mass
index, among others, may be some of the many aistofs for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and |paspecially of the hip, knee and shoulder) and
difficulty in movement. If you notice any of thesgmptoms please inform your doctor.

Elderly
Darunavir has only been used in limited numbengatients 65 years or older. If you belong to this
age group, please discuss with your doctor if yanuuse Darunavir Viatris.

Children and adolescents
Darunavir Viatris 800 mg tablets is not for uselildren younger than 3 years of age or weighing
less than 40 kilograms.

Other medicines and Darunavir Viatris
Tell your doctor or pharmacist if you are takinghawve recently taken any other medicines.

There are some medicines tlgati must not combinewith darunavir. These are mentioned above
under the headindo not combine Darunavir Viatris with any of the fdlowing medicines:’

In most cases, darunavir can be combined withliMimedicines belonging to another class [e.g.
NRTIs (nucleoside reverse transcriptase inhibitod®yRTIs (non-nucleoside reverse transcriptase
inhibitors), CCR5 antagonists and Fls (fusion iitbits)]. Darunavir with cobicistat or ritonavir has
not been tested with all Pls (protease inhibitarg) must not be used with other HIV PIs. In some
cases dosage of other medicines might need todveyeld. Therefore always tell your doctor if you
take other anti-HIV medicines and follow your datdanstruction carefully on which medicines can
be combined.

The effects of darunavir might be reduced if ydietany of the following products. Tell your doctor
if you take:

- Phenobarbital, phenytoi(io prevent seizures)

- Dexamethasongorticosteroid)

- Efavirenz(HIV infection)

- Rifapentine, rifabutirfmedicines to treat some infections such as tubesis)

- Saquinavir(HIV infection).

The effects of other medicines might be influeniégmu take darunavir and your doctor might want

to do some additional blood tests. Tell your dodtgou take:

- Amlodipine, diltiazem, disopyramide, carvedilolptipine, flecainide, lidocaine, metoprolol,
mexiletine, nifedipine, nicardipinpropafenongtimolol, verapamilfor heart disease) as the
therapeutic effect or side effects of these medgmay be increased.

- Apixaban, dabigatran etexilate, edoxaban, rivara@bwarfarin, clopidogre(to reduce
clotting of the blood) as their therapeutic effecside effects may be altered.
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- Oestrogen-based hormonal contraceptives and hofmepiacement therapy. Darunavir might
reduce its effectiveness. When used for birth abnaiternative methods of non-hormonal
contraception are recommended.

- Ethinylestradiol/drospirenonéarunavir might increase the risk for elevatethpsium levels
by drospirenone.

- Atorvastatin, pravastatin, rosuvastatito lower cholesterol levels). The risk of muscéahge
might be increased. Your doctor will evaluate whitiolesterol lowering regimen is best for
your specific situation.

- Clarithromycin(antibiotic)

- Ciclosporin, everolimus, tacrolimus, sirolim{fsr dampening down your immune system) as the
therapeutic effect or side effects of these medsmight be increased.

- Corticosteroids including betamethasone, budesgiiidécasone, mometasone, prednisone,
triamcinolone These medicines are used to treat allergiesnastimflammatory bowel
diseases, inflammatory conditions of the skin, gjmsts and muscles and other inflammatory
conditions. These medicines are generally takeltypmahaled, injected or applied to the skin.
If alternatives cannot be used, its use should takg place after medical evaluation and under
close monitoring by your doctor for corticosterside effects.

- Buprenorphine/naloxongmedicines to treat opioid dependence)

- Salmetero(medicine to treat asthma)

- Artemether/lumefantrinéa combination medicine to treat malaria)

- Dasatinib, everolimus, irinotecan, nilotinib, vimstine, vincristingto treat cancer)

- Sildenafil, tadalafil, vardenafiffor erectile dysfunction or to treat a heart amagl disorder
called pulmonary arterial hypertension)

- Glecaprevir/pibrentasvi(to treat hepatitis C infection)

- Fentanyl, oxycodone, tramad@b treat pain)

- Fesoterodine, solifenacifto treat urologic disorders).

Your doctor might want to do some additional testd the dosage of other medicines might need to
be changed since either their own or darunaviesapeutic effect or side effects may be influenced
when combined.

Tell your doctor if you take:

- Dabigatran etexilate, edoxaban, warfaifto reduce clotting of the blood)

- Alfentanil (injectable strong and short-acting painkiller tisatised for surgical procedures)

- Digoxin (to treat certain heart disorders)

- Clarithromycin(antibiotic)

- Itraconazole, isavuconazole, fluconazole, posacaleazlotrimazolgto treat fungal
infections). Voriconazole should only be taken aftedical evaluation.

- Rifabutin(against bacterial infections)

- Sildenafil, vardenafil, tadalafiffor erectile dysfunction or high blood pressur¢hia pulmonary
circulation)

- Amitriptyline, desipramine, imipramine, nortriptyéi, paroxetine, sertraline, trazodo(te treat
depression and anxiety)

- Maraviroc (to treat HIV infection)

- Methadon€to treat opiate dependence)

- Carbamazepine, clonazepdto prevent seizures or to treat certain typeseoie pain)

- Colchicine(to treat gout or familial Mediterranean fever)

- Bosentar(to treat high blood pressure in the pulmonaryutation)

- Buspirone, clorazepate, diazepam, estazolam, fyran, midazolam when used as injection,
zolpidem(sedative agents)

- Perphenazine, risperidone, thioridazifte treat psychiatric conditions)

- Metformin(to treat type 2 diabetes).

This isnot a complete list of medicines. Tell your healthgamavider abougll medicines that you are

taking.

Darunavir Viatris with food and drink
See section 3 ‘How to take Darunavir Viatris.
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Pregnancy and breast-feeding

Tell your doctor immediately if you are pregnaniptanning to become pregnant. Pregnant women
must not take darunavir with ritonavir unless sfieaglly directed by the doctor. Pregnant women
should not take darunavir with cobicistat.

Because of the potential for side effects in bréadinfants, women should not breast-feed if thegy
receiving Darunavir Viatris.

Breast-feeding is not recommended in women livimdp W1V because HIV infection can be passed
on to the baby in breast milk. If you are breastiag, or thinking about breast-feeding, you should
discuss it with your doctor as soon as possible.

Driving and using machines
Do not operate machines or drive if you feel diaftgr taking darunavir.

Darunavir Viatris contains sodium
This medicine contains less than 1 mmol sodiumn{g3 per dose, that is to say essentially ‘sodium-
free’.

3. How to take Darunavir Viatris

Always use this medicine exactly as describedimléaflet or as your doctor, pharmacist or nu@e h
told you. Check with your doctor, pharmacist orseuif you are not sure.

Even if you feel better, do not stop taking darunamd cobicistat or ritonavir without talking toyr
doctor.

After therapy has been initiated, the dose or de$agm must not be changed or therapy must not be
stopped without instruction of the doctor.

Darunavir Viatris 800 mg tablets are intended focedaily use only.

Dose for adults who have not taken antiretroviral nedicines before (your doctor will determine
this)

The usual dose of darunavir is 800 milligram (2dtdcontaining 400 milligram of darunavir or 1
tablet containing 800 milligram of darunavir) ordzsly.

You must take darunavir every day and always inlioation with 150 milligram of cobicistat or 100
milligram of ritonavir and with food. Darunavir caot work properly without cobicistat or ritonavir
and food. You must eat a meal or a snack withimBtutes prior to taking your darunavir

and cobicistat or ritonavir. The type of food ig moportant. Even if you feel better, do not stakimg
darunavir and cobicistat or ritonavir without talgito your doctor.

Instructions for adults

- Take one 800 milligram tablet at the same timeeanday, every day.

- Take darunavir always together with 150 milligraficabicistat or 200 milligram of ritonavir.

- Take darunavir with food.

- Swallow the tablet with a drink such as water dkmi

- Take your other HIV medicines used in combinatiatihwarunavir and cobicistat or ritonavir
as recommended by your doctor.

Dose for adults who have taken antiretroviral medimes before (your doctor will determine this)

The dose is either:

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 150 ngllam cobicistat or 100 milligram ritonavir
once daily.

OR
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- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing
600 milligram of darunavir) together with 100 ngllam ritonavir twice daily.

Please discuss with your doctor which dose is fighyou.

Dose for children 3 years of age and above with ohavir, and 12 years of age and above with
cobicistat, weighing more than 40 kilograms who haw not taken antiretroviral medicines before
(your child’s doctor will determine this)
- The usual dose of darunavir is 800 milligram (detbcontaining 400 milligram of darunavir or
1 tablet containing 800 milligram of darunavir) élger with 100 milligram ritonavir or
150 milligram of cobicistat once daily.

Dose for children 3 years of age and above with ohavir, and 12 years of age and above with

cobicistat, weighing more than 40 kilograms who hataken antiretroviral medicines before

(your child’s doctor will determine this)

The dose is either:

- 800 milligram darunavir (2 tablets containing 40iligram of darunavir or 1 tablet containing
800 milligram of darunavir) together with 100 ngllam ritonavir or 150 milligram of cobicistat
once daily.

OR

- 600 milligram darunavir (2 tablets containing 30iligram of darunavir or 1 tablet containing

600 milligram of darunavir) together with 100 nghlam ritonavir twice daily.

Please discuss with your doctor which dose is ffighyou.

Instructions for children 3 years of age and abowgth ritonavir, and 12 years of age and above

with cobicistat, weighing more than 40 kilograms

- Take 800 milligram darunavir (2 tablets contain#® milligram of Darunavir Viatris or 1
tablet containing 800 milligram of Darunavir Viayiat the same time, once a day, every day.

- Take darunavir always together with 100 milligrafmitonavir or 150 milligram of cobicistat.

- Take darunavir with food.

- Swallow the tablets with a drink such as water dk.m

- Take your other HIV medicines used in combinatiatihwdarunavir and ritonavir or cobicistat
as recommended by your doctor.

If you take more Darunavir Viatris than you should
Contact your doctor, pharmacist or nurse immedjatel

If you forget to take Darunavir Viatris

If you noticewithin 12 hours, you must take the tablets immediately. Alwaystakth cobicistat or
ritonavir and food. If you noticafter 12 hours, then skip the intake and take the next dosesaal.u
Do not take a double dose to make up for a forgattese.

If you vomit after taking Darunavir Viatris and cob icistat or ritonavir

If you vomitwithin 4 hours of taking the medicine, another dose of Darunavaiths and cobicistat
or ritonavir should be taken with food as soon@ssible. If you vomimore than 4 hoursafter

taking the medicine, then you do not need to taigheer dose of Darunavir Viatris and cobicistat or
ritonavir until the next regularly scheduled time.

Contact your doctaf you are uncertain about what to do if you miss a dose or vomit.
Do not stop taking Darunavir Viatris without talkin g to your doctor first

Anti-HIV medicines may make you feel better. Evelmew you feel better, do not stop taking
Darunavir Viatris. Talk to your doctor first.
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If you have any further questions on the use af thedicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

During HIV therapy there may be an increase in Weind in levels of blood lipids and glucose. This
is partly linked to restored health and life styad in the case of blood lipids sometimes to thé H
medicines themselves. Your doctor will test forsthehanges.

Like all medicines, this medicine can cause sifieces, although not everybody gets them.

Tell your doctor if you develop any of the followirg side effects

Liver problems that may occasionally be severe Iean reported. Your doctor should do blood tests
before you start darunavir. If you have chronicdigis B or C infection, your doctor should check
your blood tests more often because you have aedsed chance of developing liver problems. Talk
to your doctor about the signs and symptoms of fireblems. These may include yellowing of your
skin or whites of your eyes, dark (tea coloured)eyrpale coloured stools (bowel movements),
nausea, vomiting, loss of appetite, or pain, achingain and discomfort on your right side below
your ribs.

Skin rash (more often when used in combination wattegravir), itching. The rash is usually mild to
moderate. A skin rash might also be a symptomraf@ severe situation. It is therefore important to
talk to your doctor if you develop a rash. Your @oavill advise you how to deal with your symptoms
or whether darunavir must be stopped.

Other severe side effects were diabetes (commod)irlammation of the pancreas (uncommon).
Very common side effects (may affect more than 10mpeople)

- diarrhoea.

Common side effects (may affect up to 1 in 10 peppl

- vomiting, nausea, abdominal pain or distensionpépsia, flatulence

- headachdiredness, dizziness, drowsiness, numbness, tonglipain in hands or feet, loss of
strength, difficulty falling asleep.

Uncommon side effects (may affect up to 1 in 100pte)

- chest pain, changes in electrocardiogram, rapid beating

- decreased or abnormal skin sensitivity, pins ardlies, attention disturbance, loss of memory,
problems with your balance

- difficulty breathing, cough, nosebleed, throatation

- inflammation of the stomach or mouth, heartburtchieg, dry mouth, discomfort of the
abdomen, constipation, belching

- kidney failure, kidney stones, difficult dischargieurine, frequent or excessive passage of
urine, sometimes at night

- urticaria, severe swelling of the skin and othgsues (most often the lips or the eyes), eczema,
excessive sweating, night sweats, hair loss, aoady skin, colouration of nails

- muscle pain, muscle cramps or weakness, pain iBraitl/, osteoporosis

- slowing down of the thyroid gland function. Thisxdae seen in a blood test.

- high blood pressure, flushing

- red or dry eyes

- fever, swelling of lower limbs due to fluids, malaj irritability, pain

- symptoms of infection, herpes simplex

- erectile dysfunction, enlargement of breasts

- sleeping problems, sleepiness, depression, angiebgrmal dreams, decrease in sexual drive

Rare side effects (may affect up to 1 in 1,000 pop

- a reaction called DRESS [severe rash, which macbempanied by fever, fatigue, swelling of
the face or lymph glands, increase of eosinophjifse(of white blood cells), effects on liver,
kidney or lung]
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- heart attack, slow heart beating, palpitations

- visual disturbance

- chills, feeling abnormal

- a feeling of confusion or disorientation, alteredad, restlessness

- fainting, epileptic fits, changes or loss of taste

- mouth sores, vomiting blood, inflammation of thaslidry lips, coated tongue

- running nose

- skin lesions, dry skin

- stiffness of muscles or joints, joint pain withwithout inflammation

- changes in some values of your blood cells or cbeymiThese can be seen in the results of
blood and/or urine tests. Your doctor will explénese to you. Examples are: increase in some
white blood cells

- darunavir crystals in the kidney causing kidneydse.

Some side effects are typical for anti-HIV medisiire the same family as darunavir. These are:
- muscle pain, tenderness or weakness. On rare onsasinese muscle disorders have been
serious.

Reporting of side effects

If you get any side effects, talk to your doctdrapmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can alspae side effects directly via the national repugti
system listed iM\ppendix V. By reporting side effects you can help provideenaformation on the
safety of this medicine.

5. How to store Darunavir Viatris

Keep this medicine out of the sight and reach dticdn.

Do not use this medicine after the expiry date Wiscstated on the carton, blister and on the éottl
after EXP. The expiry date refers to the last datphat month.

For blisters with plastic on one side and aluminimmthe other: Do not store above 25°C.

For blisters with aluminium on both sides: This meete does not require any special storage
conditions.

For bottles: Once opened, use within 90 days. @dicine does not require any special storage
conditons.

Do not throw away any medicines via wastewateromskhold waste. Ask your pharmacist how to

throw away any medicines you no longer use. Thesasnres will help protect the environment.

6. Contents of the pack and other information

What Darunavir Viatris contains

- The active substance is darunavir. Each tableagmn800 milligram of darunavir.

- The other ingredients are colloidal anhydrous ajlaellulose microcrystalline, crospovidone,
sodium starch glycolate, hypromellose, magnesi@arate. The film-coating contains
polyvinyl alcohol partially hydrolysed, titaniumadiide (E171), macrogol and talc.

What Darunavir Viatris looks like and contents of the pack

Darunavir Viatris 800 mg film-coated tablets aratelio off-white, oval shaped, with two curved
sides, marked with M on one side and DV8 on theroside.
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Darunavir Viatris 800 mg film-coated tablets araitable in blister packs containing 30 tablets and
plastic bottles containing 30, 60 and 90 tablets.

Not all pack sizes may be marketed.

Marketing Authorisation Holder

Viatris Limited

Damastown Industrial Park,
Mulhuddart,

Dublin 15,

DUBLIN,

Ireland

Manufacturers
Mylan Hungary Kft

H-2900 Komarom, Mylan utca 1

Hungary

McDermott Laboratories Limited trading as Gerardbdvatories
35/36 Baldoyle Industrial Estate, Grange Road, Dul

Ireland

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Beags#r 1

Bad Homburg v. d. Hoehe
Hessen, 61352
Germany

For any information about this medicine, pleasgactthe local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Bbarapus
Maiinan EOO/]
Ten: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: + 420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

Lietuva
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: + 36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 2201 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00
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E)M\ada
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaia

Viatris Pharmaceuticals, S.L.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: +334 37 257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

[talia
Viatris Italia S.r.|
Tel: + 39 (0) 2 612 46921

Kvnpog

CPO Pharmaceuticals Limited

TnA: + 357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

This leaflet was last revised in {(MM/YYYY}.

Other sources of information

Detailed information on this medicine is availablethe European Medicines Agency web site:

http://www.ema.europa.eu.

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: + 386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00
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