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REZOLSTA is indicated in combination with other antiretroviral agents for the treatment of
human immunodeficiency virus (HIV 1) infection in treatment-naive and treatment-
experienced adults with no darunavir resistance-associated substitutions (V11I, V32I, L33F,
147V, 150V, I54L, 154M, T74P, L76V, 184V, L8IV).
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4.2 Posology and method of administration

Therapy should be initiated by a healthcare provider experienced in the management of HIV
infection.

Posology
After therapy with REZOLSTA has been initiated, patients should not alter the dosage or

discontinue therapy without the instruction of their healthcare provider.

Pregnancy and postpartum

Treatment with REZOLSTA during pregnancy results in low darunavir exposure (see
sections 4.4 and 5.2). Therefore, therapy with REZOLSTA should not be initiated during
pregnancy, and women who become pregnant during therapy with REZOLSTA should be
switched to an alternative regimen (see sections 4.4 and 4.6). Darunavir/ritonavir may be
considered as an alternative.

4.3 Contraindications
2DDUW MNP o

Co-administration with the following medicinal products due to the potential for serious
and/or life-threatening adverse reactions (see section 4.5):

- amiodarone, bepridil, dronedarone, ivabradine, quinidine, ranolazine

- dapoxetine

- domperidone

- naloxegol
- dabigatran, ticagrelor.

4.4 Special warnings and precautions for use
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ART-experienced patients

REZOLSTA should not be used in treatment-experienced patients with one or more
DRV-RAMs or HIV-1 RNA > 100,000 copies/mimL or CD4+ cell count < 100 cells x 10%/1
(see section 4.2).

Combinations with optimised background regimens (OBRS) other than > 2 NRTIs have not
been studied in this population. Limited data is available in patients with HIV-1 clades other
than B (see section 5.1).

Pregnancy
Treatment with darunavir/cobicistat 800/150 mqg during the second and third trimester has

been shown to result in low darunavir exposure, with a reduction of around 90% in Crin levels
(see section 5.2). Cobicistat levels decrease and may not provide sufficient boosting. The
substantial reduction in darunavir exposure may result in virological failure and an increased
risk of mother to child transmission of HIV infection. Therefore, therapy with REZOLSTA
should not be initiated during pregnancy, and women who become pregnant during therapy
with REZOLSTA should be switched to an alternative regimen (see sections 4.2 and 4.6).
Darunavir given with low dose ritonavir may be considered as an alternative.

Immune reconstitution inflammatory syndrome (IRIS)

In HIV infected patients with severe immune deficiency at the time of initiation of
combination antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or
residual opportunistic pathogens may arise and cause serious clinical conditions, or
aggravation of symptoms. Typically, such reactions have been observed within the first weeks
or months of initiation of CART. Relevant examples are cytomegalovirus retinitis, generalised
and/or focal mycobacterial infections and pneumonia caused by Pneumocystis jirovecii
(formerly known as Pneumocystis carinii). Any inflammatory symptoms should be evaluated
and treatment instituted when necessary. In addition, reactivation of herpes simplex and herpes
zoster has been observed in clinical trials with darunavir co-administered with low dose
ritonavir.

Autoimmune disorders (such as Graves' disease and autoimmune hepatitis ) have also been
reported to occur in the setting of immune reactivation; however, the reported time to onset is
more variable and these events can occur many months after initiation of treatment (see
section 4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Interaction table

Expected interactions between REZOLSTA and antiretroviral and non-antiretroviral medicinal
products are listed in the table below and are based on the identified interactions with
darunavir/ritonavir, darunavir/cobicistat and with cobicistat.

The interaction profile of darunavir depends on whether ritonavir or cobicistat is used as
pharmacokinetic enhancer, therefore there may be different recommendations for the use of
darunavir with concomitant medicine. In the table below it is specified when recommendations
for REZOLSTA differ from those for darunavir boosted with low dose ritonavir. Refer to the
Summary of Product Characteristics for PREZISTA for further information.
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The below list of examples of drug drug interactions is not comprehensive and therefore the

label of each drug that is co-administered with REZOLSTA should be consulted for

information related to the route of metabolism, interaction pathways, potential risks, and

specific actions to be taken with regards to co-administration.
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INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER MEDICINAL PRODUCTS

Medicinal products by
therapeutic areas

Interaction

Recommendations concerning
co-administration

ANTIANGINA/ANTIARRHYTHMIC

Disopyramide
Flecainide

| Lidocaine (systemic)
Mexiletine
Propafenone

Amiodarone
Bepridil
Dronedarone
Ivabradine
Quinidine
Ranolazine

Based on theoretical
considerations REZOLSTA is
expected to increase these
antiarrhythmic plasma
concentrations.

(CYP3A and/or CYP2D6
inhibition)

Caution is warranted and
therapeutic concentration
monitoring, if available, is
recommended for these
antiarrhythmics when
co-administered with
REZOLSTA.

Co-administration of

amiodarone, bepridil,

dronedarone,_ivabradine
quinidine, or ranolazine and
REZOLSTA is contraindicated
(see section 4.3).

ANTICOAGULANT/PLATELET AGGREGATION INHIBITOR

Apixaban
Edoxaban
. |

Rivaroxaban

Based on theoretical
considerations co-administration
of REZOLSTA with these
anticoagulants may increase
concentrations of the
anticoagulant. which may lead to
an increased bleeding risk.
(CYP3A and/or P-glycoprotein
inhibition)

Co-administration of
REZOLSTA and these
anticoagulants is not
recommended.

Dabigatran
Ticagrelor

Based on theoretical
considerations co-administration
of REZOLSTA with dabigatran or
ticagrelor may increase
concentrations of the
anticoagulant.

(CYP3A and/or P-glycoprotein
inhibition).

Concomitant administration of
REZOLSTA with dabigatran or
ticagrelor is contraindicated.

Use of other antiplatelets not
affected by CYP inhibition or
induction (e.g. prasugrel) is
recommended (see section 4.3).

ANTIEMETICS

Domperidone

Not studied.

Co-administration of
domperidone with REZOLSTA
is contraindicated.
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ANTI-NEOPLASTICS

Dasatinib Based on theoretical Concentrations of these
Nilotinib considerations REZOLSTA is medicinal products may be
Vinblastine expected to increase these increased when co-administered
Vincristine anti-neoplastic plasma with REZOLSTA resulting in the
concentrations. potential for increased adverse
(CYP3A inhibition) events usually associated with
these medicinal products.
Caution should be exercised
when combining one of these
anti-neoplastic agents with
REZOLSTA.
Concomitant use of everolimus
Everolimus or irinotecan and REZOLSTA is
Irinotecan not recommended.
REZOLSTA-may-decrease

Glecaprevir/pibrentasvir

Based on theoretical
considerations REZOLSTA may

It is not recommended to
co-administer REZOLSTA with

increase the exposure to
glecaprevir and pibrentasvir.
(P-gp, BCRP and/or OATP1B1/3

glecaprevir/pibrentasvir.

inhibition)
Steprevi Base_el © t. eoretical . s et_ ecomme ded-to .
j i j j i 0
expected-to-ine ease S'. eprevir | smeprevt
plas na-conce tratio s Steprevi
OPIOID ANTAGONIST
Naloxegol Not studied. Co-administration of

REZOLSTA and naloxeqgol is
contraindicated.

TREATMENT FOR PREMATUR

E EJACULATION

Dapoxetine Not studied. Co-administration of
REZOLSTA with dapoxetine is
contraindicated.

UROLOGICAL DRUGS

Fesoterodine Not studied. Use with caution. Monitor for

Solifenacin fesoterodine or solifenacin
adverse reactions, dose reduction
of fesoterodine or solifenacin
may be necessary.

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no adequate and well controlled trials with darunavir, or cobicistat, in pregnant
women. Studies in animals do not indicate direct harmful effects with respect to pregnancy,
embryonal/foetal development, parturition or postnatal development (see section 5.3).
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raeterrtr&ers—Irr Treatment W|th darunaV| r/cob|C|stat 800/150 mg durlnq pregnancy results in
low darunavir exposure (see section 5.2), which may be associated with an increased risk of
treatment failure and an increased risk of HIV transmission to the child. Therapy with
REZOLSTA should not be initiated during pregnancy, and women who become pregnant
during therapy with REZOLSTA should be switched to an alternative regimen (see

sections 4.2 and 4.4).

4.7  Effects on ability to drive and use machines

REZOLSTA may have a minor has-ne-er-neghigible-influence on the ability to drive and use
machines. However-dDizziness has been reported in some patients during treatment with
regimens containing darunavir administered with cobicistat and should be borne in mind when
considering a patient’s ability to drive or operate machinery

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of REZOLSTA is based on available clinical trial data from
darunavir boosted with either cobicistat or ritonavir, from cobicistat and from post-marketing

data from darunaV|r/r|tonaV|r tprman%mstanees—%ueeteam%ther—therepertedrad#erse

As REZOLSTA contains darunavir and cobicistat, the adverse reactions associated with each
of the individual compounds may be expected.

The most frequent adverse reactions reported in the pooled data of the Phase 3 study GS-US-
216-130 and the REZOLSTA arm of Phase 3 study TMC114FD2HTX3001 were diarrhoea
(23%), nausea (17%), rash (13%), and headache (10%). Serious adverse reactions were
diabetes mellitus, (drug) hypersensitivity, immune reconstitution inflammatory syndrome,
rash, Stevens-Johnson syndrome, and vomiting. All of these serious ADRs occurred in one
(0.1%) subject except for rash in 4 (0.6%) subjects.

seb}eetswasJJE)%weeks—The most frequent adverse reactlons reported during the
darunavir/ritonavir clinical development program i-chnical-trials-and as spontaneous reports

are diarrhoea, nausea, rash, headache, and vomiting. The most frequent serious reactions are
acute renal failure, myocardial infarction, immune reconstitution inflammatory syndrome,
thrombocytopenia, osteonecrosis, diarrhoea, hepatitis, and pyrexia.
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In the 96 week analysis, the safety profile of darunavir/ritonavir 800/200 mg once daily in
treatment-naive subjects was similar to that seen with darunavir/ritonavir 600/100 mg twice
daily in treatment-experienced subjects except for nausea which was observed more frequently
in treatment nalve subjects ThIS was drlven by mild |nten3|ty nausea. N&new—satetyuﬁmngs

Tabulated list of adverse reactions

Adverse reactions are listed by system organ class (SOC) and frequency category. Within each
frequency category, adverse reactions are presented in order of decreasing seriousness.
Frequency categories are defined as follows: very common (> 1/10), common (> 1/100 to

< 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000) and not known
(frequency cannot be estimated from the available data).

Adverse reactions with darunavir/cobicistat in adult patients

-

MedDRA system organ class Adverse reaction

Frequency category

Immune system disorders

commenCommon (drug) hypersensitivity

wheemmenUncommon immune reconstitution inflammatory syndrome

Metabolism and nutrition disorders

commenCommon anorexia, eiabetes-melhitus,
hypercholesterolaemia, hypertriglyceridaemia,

lini .

Uncommon diabetes mellitus, dyslipidaemia,

hyperglycaemia, hyperlipidaemia

Psychiatric disorders

commenCommon |

abnormal dreams

Nervous system disorders

Very common |

headache

Gastrointestinal disorders

Vvery common

commonCommon

gpeommoenUncommon

diarrhoea, nausea

vomiting, abdominal pain, abdominal
distension, dyspepsia, flatulence, pancreatic
enzymes-increased

pancreatitis acute, pancreatic enzymes increased

Hepatobiliary disorders

commonCommon

gpeommoenUncommon

hepatic enzyme increased

hepatitis*, cytolytic hepatitis*

Skin and subcutaneous tissue disorders

Vvery common

rash (including macular, maculopapular,
papular, erythematous, pruritic rash, generalised
rash, and allergic dermatitis)
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CommenCommon angioedema, pruritus, urticaria

Uncommon Stevens-Johnson syndrome®, angioedema,
urticaria

rareRare drug reaction with eosinophilia and systemic

symptoms*, Stevens-Johnsen-syndrome*

N#rot known toxic epidermal necrolysis*, acute generalised
exanthematous pustulosis*

Musculoskeletal and connective tissue disorders

commenCommon myalgia,
gheemmenrUncommon osteonecrosis®
Reproductive system and breast disorders

ghreemmenrUncommon | gynaecomastia*

General disorders and administration site conditions

eemmenCommon fFatigue, asthenia
uncemmon fobhon s

Investigations

cemmenCommon | increased blood creatinine

*  Tthese adverse drug reactions have not been reported in clinical trial experience with darunavir/cobicistat but have
been noted with darunavir/ritonavir treatment and could be expected with darunavir/cobicistat too.
# _When also taking into account the clinical trial data of DRV/COBI/emtricitabine/tenofovir alafenamide,
Stevens-Johnson syndrome occurred rarely (in 1 out of 2,551 subjects) consistent with the DRV/rtv clinical trial
program (see Severe skin reactions in Section 4.4).

Description of selected adverse reactions

Rash

In clinical trials with darunavir/ritonavir and darunavir/cobicistat, rash was mostly mild to
moderate, often occurring within the first four weeks of treatment and resolving with
continued dosing (see section 4.4). The pooled data of ++-a single-arm trial investigating
darunavir 800 mg once daily in combination with cobicistat 150 mg once daily and other
antiretrovirals and one arm of a trial in which REZOLSTA 800/150 mg once daily and other
antiretrovirals were administered, showed that 1.92.2% of patients discontinued treatment due
to rash.

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

Musculoskeletal abnormalities
Increased CPK, myalgia, myositis and rarely, rhabdomyolysis have been reported with the use
of HIV protease inhibitors, particularly in combination with NRTIs.

Cases of osteonecrosis have been reported, particularly in patients with generally
acknowledged risk factors, advanced HIV disease or long-term exposure to combination
antiretroviral therapy (CART). The frequency of this is unknown (see section 4.4).
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Immune reconstitution inflammatory syndrome

In HIV infected patients with severe immune deficiency at the time of initiation of

combination antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or

residual opportunistic infections may arise. Autoimmune disorders (such as Graves' disease ‘
and autoimmune hepatitis ) have also been reported; however, the reported time to onset is

more variable and these events can occur many months after initiation of treatment (see

section 4.4).

Bleeding in haemophiliac patients
There have been reports of increased spontaneous bleeding in haemopbhiliac patients receiving
antiretroviral protease inhibitors (see section 4.4).

Decrease estimated creatinine clearance

Cobicistat has been shown to decrease estimated creatinine clearance due to inhibition of renal
tubular secretion of creatinine. An increase in serum creatinine due to the inhibitory effect of
cobicistat generally does not exceed 0.4 mg/dl.

The effect of cobicistat on serum creatinine was investigated in a Phase I trial in subjects with

normal renal function (eGFR > 80 mmL/min, n = 12) and mild to moderate renal impairment
(eGFR:50-79 mimL/min, n = 18). Change of estimated glomerular filtration rate calculated by
Cockceroft-Gault method (eGFRcg) from baseline was observed within 7 days after start of

treatment with cobicistat 150 mg among subjects with normal renal function

(-9.9 £ 13.1 mimL/min) and mild to moderate renal impairment (-11.9 + 7.0 simL/min). |
These decreases in eGFRcc were reversible after cobicistat was discontinued and did not

affect the actual glomerular filtration rate, as determined by the clearance of probe drug

iohexol.

In the Phase 11 single-arm trial (GS-US-216-130), a decrease in eGFRcc was noted at week 2,
which remained stable through week 48. The mean eGFRcs change from baseline was —

9.6 mImL/min at week 2, and —9.6 mimL/min at week 48. In the REZOLSTA arm of Phase |1l
trial TMC114FD2HTX3001, mean eGFRcg change from baseline was -11.1 mL/min at week
48 and mean eGFR.ystatin c change from baseline was +2.9 mL/min/1.73 m? at week 48.
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