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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Darunavir tablets, co-administered with ritonavir (darunavir/ritonavi), in combination
with other antiretroviral agents, Is indicated for the treatment of human
immunodeficiency virus (HIV-1) infection in adut and pediatric patients 3 years of age
and older (see Use I Specifc Popuations (5.4) and CcalStudies (19

2 DOSAGE AND ADMINISTRATION

2.1 Testing Prior to Initiation of darunavir/ritonavi
In treatment-experienced patients, treatment history, genotypic and/or phenotypic
testing is recommended to assess drug susceptiviity of the HIV-1 virus [see
Microbiology (12.4)]. Refer to Dosage and Administration (2.3), (2.4) and (2.5) for
dosing recommendations.

Appropriate laboratory testing such as serum fiver biocheistries shoukd be conducted
prior to initiating therapy with darunavir/ritonavir [see Warnings and Precautions (5.2)].

2.2 Monitoring During Treatment with darunavir/ritonavir

Patients with underlying chronic hepatiis, cirthosis, or in patients who have pre-
treatment elevations of transaminases should be monitored for elevation in serum fiver
biochemistries, especially during the first several months of darunavir/ritonavir
treatment [see Warnings and Precautions (5.2)].

2.3 Recommended Dosage in Adult Patients
Darunavir tablets must be co-administered with ritonavir to exert ts therapeutic effect.
Faiure to correctly co-administer darunavir tablets with ritonavir wil result in plasma
Jevels of darunavi that wil be nsuffient to achieve the desied antiral ffect and wil
alter some drug inter

Baents who P Tty swalowing darunavir tables can se the 100 mg per i
darunavir oral suspension.

The recommended oral dose of darunavir tablets are 800 mg (one 800 mg tablet or &
L oftheoral suspensio) taken wah rionavk. 100 mg (one 100 m tablet r capsule or
1.25 mL of a 80 mg per m ritonavir oral solution) once daly and with foo

darumavi oral suspengion dose shoul be taken s two 4 mt. adminstratins i the
included oral dosing syringe.

oral dosage for 2 adult patients is summarized

Easehne genutypw: testing is recommended for dose selection. However, whe
notypic testng i not feasioe darunavi ablts 600 mg taken with Ronave 100 mg
fwice oy recommen

Table 1: ir Dosage in
Adult Patients

Formulation and Recommended Dosing
Daru

navir oral
Darunavir tablets suspension
Baseline Resistance whh Heonavi tablets (100 mo/mk) whh
capsule
Isnlutlon (80 ma/mL)
With no darunavir resistance  One 800 mg. darunavi jarunavir oral
associated substitutions #  tablet with one 100 mgsuspensnn with 1.25 mL
onavi tableiansule, " rRonavir oral soliton,taken
taken once daly wih food once daiy wh food
With at least One 600 mg darunavir v oral
one darunavi resistance tablet with one 100 mg suspensm with 1.25 mL
associated substitutions?, or  ritonavir tablet/capsule,  ritonavir oral solution, taken
taken twice daky wkh food twke daly wih

with no
baseline resistance information

2 V111, V321, L33F, 147V, 150, I4L, 154M, T74P, L76V, 184V and L89V
b An 8 mL darunavir dose shoukd be taken as two 4 mL administrations with the included
oral dosing syringe

2.4 Recommended Dosage During Pregnancy

e recommended dosge n pregnanpatients s darunsur tabet 500 mg tsken wih
fitonavir 100 mg twice day wi

Dorunavi tabiet 800 mg faken- i ko 100 mg once daily shouid only be

considered in certain pregnant patients who are already on a stable dzrunzvr tablet 200

daily darunavir tablet 600 mg with ritonavir 100 mg may compromise tolerabilty or



compiance.

2.5 Recommended Dosage in Pediatric Patients (age 3 to less than 18 years)

J attenti o
erunaur ablets transcriptionof the medlcaton order. dispensing nformaton ond
dosing instruction to miimze sk for medcaton errors, overdose, snd underd
reschioers Shoud select the appropriate dose of darunavirkonave for each indidual
chld besed on Doy weight (kg) and shoukl nat exceesthe recommended dose for

sevare prescriing darunavi tabets, chren weighing reater than or equalto 15 kg

e abilty to swallow tablets. If a chid is unable
Swalow a talet, the e of darunavi oalSuspension shoul be consier
The recommended dose of darunaviRonavifor pediatric paients (3 o ess than 18
years of age and weighing at least 10 kg is based on body weight (see Tables.
a5 Shouid nok oxcad i retmmanded sk d0se. Darunaut taners should be
taken with ritonavir and with foot

s for the darunavir/ritonavir dosage regimens were based or
pedtric chical il ata and populatin pharmacokheti modelng and Simaation (see
In Specif Populations (8.4) and Cnical Parmacology (12.3)L

Dasing Pediaric Patients or Antiretroviral

Substitutions
Pediatric Patients Weighing At Least 10 kg but Less than 15 kg

‘The weight-based dose in antiretroviral treatment-naive pediatric patients or
antiretroviral treatment-experienced pediatric patients with no darunavir resistanc
SSsociatad substRURENS & darunavir tablets 35 kg once daly W ronadr 7 ma/kg
once daly using the following table:

Table 2: Recommended Dose for Pediatric Patients Weighing 10 kg to Less
Than 15 kg Who are Treatment-Naive or Treatment-Experienced with No
Darunavir Resistance Associated Substitutions®

Formulation: Darunavir oral
suspension (100 mg/mL)
and ritonavi oral soution (ao 50 mg/mL)
Body weight (kg]
Greaterthan o el 0 10k o ks Dorumave sl suspendon 56 L (350
‘mg) with ritonavir 0.8 m (64 mg)
Grea(erlhen or equalto 11 kg to less Damnavw oral suspension 4 L 38
n 1. with ritonavir 0.8 ml_ (64 mg)
Grea(er(han or equalto 12 kg tolss Barumavt oral suspension 4.2 L (420
‘mg) with ritonavir 1 mL (80
Greser han or equlto 13 kg to s Dznmzw ora suspension & mLb (455
than 14 kg mg) with ritonavir 1 mL (80 mg)
Srester than or cqual o 14 kg o ks Darunave ool suspensin S Lt (490 mg)
with ritonavir 1.2 mL (96 mg)

* darunauk resitance sssocted substhutons: VLLI, V321, L33F, 47V, 150V, (54M,
134L T74P. 76V, 64V and L
g, 365 mg, 455 mg and 490 mg darunavi dose for the specifed weght

oroups W rounded up for Shspensin desig comvenenca 10 3.6 L. 46 mL

5 mL, respectively.Pediatric Patients Weighing At Least 15 kgPediatric patients
weighing at least 15 kg can be dosed with darunavir oral tablet(s) or suspension using
the following tabe:
Table 3: Recommended Dose for Pediatric Patients Welghing At Least 15 kg
Who are Treatment-Naive or Treatment-Experienced with No Darunavir
Resistance Associated Substitutionss

mulation: Formulation: Darunavir
Darunavic - tablet(s) and oral
ritonavir capsules  suspension (100 mg/mL)
Body weight (kg) o tablets
(100 mg) ritonavir oral solution
(80 mg/mL)

Dose: once daily with food  Dose: once dail

d
ora
Greater than or equal
Darunavir tablets 600 mg with Suspeﬂsmn 6 mL (600 mg)
to 15 kg to less than oo 300G
ronavir 1.25 mL (100 mg)
Greater than or equal Darunavir tablets 675 mg with suspenDslon 6. B'mol[a“‘ (675
930 kg 0 less thon HonaVk 100 mg | mG) whh ronauir 1.25 mL

Dar
Greater than or eaual Darunaul tabets 800 mg with suspension 8¢ 500 ma)
kg ritonavir 100 mg

tonavic 1,55 mL (100 ma)

2 darunavir resistance associated substiutions: V111, V321, L33F, 147V, 150V, 54M,
154L, T74P, L76V, 184V and L8OV
© The 675 mg dose using darunau tablets for s weight group s rounded upto 6.8
L for suspension dosing conv

& L Garunavi dose shold be taken as two (3.4 mL or 4 mL
respectivey) sdminitrations with the ncluded oral dosing syringe

Dosing for Pediatric Patients with At Least
One Darunavir R ed Substitut
Pediirc patnts Wahing At Loast 10 kg but s than 15

jose in antiretro pediatric patients with at

Tonct ot emi st avsociated adbethaton & darunede bl 26 mglkg

twice daily with riconavir 3 ma/kg twice daily using the following table:

Table 4: Recommended Dose for Padiatric Patients Weoh to Less

Than 15 kg Who are Treatment-Experienced with At Least Gne Dorunave
Resistance Associated Substitution®

Formulation: Darunavir oral
suspension (100 mg/mL) and
onaw oral soltion (80 mgjenL)
Body weight (k) Dose: twice daily wit
ester than or equal to 10 kg to less Darunavi oral suspension "ot (200
kg g) with ritonavir 0.4 mL (32 ma)
ereater than or equal to 11 ko to less Barunevy ordl Suspention 2.2 mi. (220
than 12 k ma) with ritonavir 0.4 mL (32 mg
Sreater than or equal to 12 ko to less Darunavk oral suspensin 2.4 i 240
n 1 \g) with ritonavir 0.5 mL (40 my
ereater than or equa to 13 ko to lss  Darunaur aral suspension 2.6 %L (260
4k 0 mg)

than 1. a) with ritonavir 0.5 mL (4
Creater than or equal to 14 kg o less Darunavy ordl suspengion 2.5 M. (260
than 15 kg mg) with ritonavir 0.6 mL (48 mg

2 darunavir resistance associated substitution:
154L, T74P, L76V, 184V and L8OV

Pediatric Patients Weighing At Least 15 kg
Pediatric patients weighing at least 15 kg can be dosed with darunavir oral tablet(s) or
suspension using the following table:

Table 5: Recommended Dose for Pediatric Patients Weighing At Least 15 kg
Who are Treatment-Experienced with At Least One Darunavir Resistance
Associated Substitution®

111, V321, L33F, 147V, 150V, 154M,

Formulation: Formulation: Darunavir oral
Body weight (kg) Darunavir tablet(s) and  suspension (100 mo/mL)
ritonavir

tablets, capsules (100 mg)  ritonavir oral solution
r oral solution (80 mg/mL)

80 mg/mL)
Dose: twice daily with food Dose: twice daily with food

Darunavi taets 375 mg  Darunavi oralsuspenson 3.8
wih rkonavi 06 mL (48 mg) - (70 ) Fah
Darunavir oral suspension 4.6
with
ritonavir 0.75 mL (60 ma)
Darunavir oral suspension 6 mt
600 mg) with

Greater than or equalto
15 kg to less than 30 kg

Greater than or equalto

30 o to e than 40 kg, Darunavi tablets 450 mg

with ritonavir 0.75 mL (60 mg)

Darunavir tablets 600 9 with
it

Greater than or equalto
Privs onavir 100 m

rtonavir 1.25 mL (100 mo)

2 darunavir resistance associated substitutions: V111, V321, L33F, 147V, 150V, 154M,
154L, T74P, L76V, 184V and L8OV
b The 375 mg and 450 mg dose using darunavi tablets for this weight group is rounded
up to 3.8 mL and 4.6 mL for suspension dosing convenience.

use of darunavirritonavir in pediatric patients below 3 years of age is not
recommended [see Warnings and Precautions (5.10) and Use in Specific Popuatons
(8.4)]

2.6 Not Recommended in Patients with Severe Hepatic Impairment
No dosage adustment s requed n patints wkh md o moderate hepatcimpairment
No data are avaiabl regarding the use of darunavirtonavir when co-administers
sublects wkh severe hepetk ipalmentstherefor, darunavtionavk b not

ed for use I patients wth Severs hepatic Impakmént fsee Use 1 Spechc
Fopulations (®.6) and Cinial pharmatoiogy (13-

3 DOSAGE FORMS AND STRENGTHS

‘Darunavir Tablets

600 mg: Beige colored, ovak-shaped, bi-convex, film-coated tablets, debossed with
“M" on one side and “600” on other side.

800 mg: Brown colored, ovak-shaped, bi-convex, fiim-coated tablets, debossed with
“M" on one side and “800" on other side.

4 CONTRAINDICATIONS

with drugs that are highly
dependent on Clrn o cloatance and for which diesated plasma concentrations are
sssociated with serious and/or ffe-threatening events (narrow therapeutic index).

icacy of darunavir) are listed below [see Drug Interactions (7.3)]. Due to the need for
[co-administration of darunavir with ritonavir, please refer to ritonavir prescrioing
fnformation for a description of ritonavir contraindications.

+ Alpha 1-adrenoreceptor antagonist: afuzosin
+ Anti-gout: cokchicine, in patients with renal and/or hepatic impairment
+ Antimycobacterial: rifampin
+ Antipsychotics: lurasidone, pimozide
+ Cardiac Disorders: dronedarone, ivabradine, ranolazi
Ergot derhaties, a9, dhycroergotamine, ergo tamms, methylergonovine
Herbal product: St. John's wort (Hypericum perforatum)
Hepatkb C drect acting antvrak ShosviQrasoprove
Lipid modifying agents: lomitapide, lovastatin, simvastatin
Opioid Antagonist: naloxegol
« PDE-5 inhibitor: silenafil when used for treatment of pulmonary arterial hypertension
+ Sedatives/hypnotics: oraly adminsstered midazolam, triazolam

5 WARNINGS AND PRECAUTIONS

5.1 Importance of Co-administration with Ritonavir
Darunavir must be co-administered with ritonavir and food to achieve the desired
antiviral effect. Falure to administer darunavir with ritonavir and food may result in a loss
of efficacy of darunavi.

Please refer to ritonavi prescribing information for additional information on



precautionary measures.

5.2 Hepatotoxicity

Drug-induced hepatits (e.g., acute hepatitis, cytolytic hepatitis) has been reported with

darunavirritonavir. During the ciinical development program (N: ) hepatitis was

reported in 0.5% of patients receiving combination therapy with darunavir/ritonavr.

Patients with pre-existing iver dysfunction, including chronic active hepatits B or C, have
n increased risk for ver function abnormaities including severe hepatic adverse

events.
Post marketing cases ofive nkry. ncluding some ftaltis have been reported, These
have generaly occurred n patents with advanced HIV-1 disease taking mutipe
ncomitant medcatians, having co-morbidties ncluding hepatis B or C co-nrecti
ondior developng mmune reconsthution syndrome. A causelreationship whh
darunavirritonavir therapy has not been established.
Appropriate laboratory testing should be conducted prior to initiating therapy with
darunavirritonavir and patients should be monitored during treatment. Increased
AST/ALT monitoring should be considered in patients with underlying chronic hepatits,
irhosi, or in patnts who have pre-reatment devatons of transaminases especialy
during the first several months of darunavir/ritonavir t
Evidence of new or worsening iver dysfunction (muamg Ciniall signifcant elevation of
liver enzymes andjor symptoms such as fatigue, anorexia, nausea, jaundice, dark urine,
iver tenderness, hepatomegaly) in patients on darunavi/ritonavir should prompt.
consideration of interruption or discontinuation of treatment.

5.3 Severe Skin Reactions

During the clinical development program (n=3063), severe skin reactions, accompanied

by fever andjor elevations of transaminases in some cases, have been reported in

f sublecs. Stevens.johnson Syndrome was rarely(ess than 0.1%) reported dunng the
ing

epidermal
necrolysis, drug rash with eoslnopm\n and systemic symptoms, and acute generaized

falgue, muscleor ot aches, bisters,oral esons, Conncivs, hepatts andor
ophila.
Rash (2 gades,regardess of causalty) occurred n 10.3% of subjects treated with
darunaviironate see Adverse Reactions 6. Rash was mosty mio-moderate
often occurring within the first four weeks of treatment and resolving with continued
Gosing. The Gseontinsation ate s t Taoh 1 Subyets uong darumemkrRomae was

0.5%.
Rash occurred more commonly in treatment-experienced subjects rscewnq regimens
contaiing. aamnaw/munaw + raltegravir compared to subjects receiving

ravir without However,
Tash that was consilered drug reled occurred ot Smlar Fates for 4 three Grougs.
‘These rashes were mild to moderate in severity and did not limit therapy; there were no
discontinuations due to rash.

5.4 Sulfa Allergy

Darunavir contains a suffonamide moiety. Darunavir should be used with caution
patients with a known suffonamide aleergy. In clinical studies with aamnawmunaw, the
incidence and severity of rash were similar in sublects with or without a histor

sulfonamide allrgy.

5.5 Risk of Serious Adverse Reactions due to Drug Interactions

Initiation of darunavir/ritonavir, a CYP3A inhibitor, in patients receiving medications
metaboized by CYP3A or ntaton of med(xnnns metaboized by CYP3A i patents
already rec:

aiations mesabokzed by CYP3A and reduce pasima concentrations of aetve
metabolite(s) formed by CYP3A,

Initation of medications that inhibit or induce CYP3A may increase or decrease
concentrations of darunavir/ronavr, respectively.

‘These interactions may lead to:

Cinically significant adverse reactions, potentially leading to severe, lfe threatening, or
fatal events from greater exposures of concomitant medications.

« Cinically significant adverse reactions from greater exposures of darunavir/rtonavr.
Loss of therapeutic effect of the concomitant medications from lower exposures of
active metabolite(s).

« Loss of therapeutic effect of darunavir/rtonavir and possible development of
resistance from lower exposures of darunavir/ritonavi.

See Table 10 forsteps to prevent or manage these possible and known signficant drug

interactions, including dosing recommendations [see Drug Interactions (7)]. Ct

the potentl for drug interactions prior o and durng carunavirkonavi the(apy, eview

concomitant medications during darunavir/ritonavir me(ap and monitor for the
associated with drugs [see c (@and

Drug Interactions (7)].

5.6 Diabetes Mellitus/Hyperglycemia

New onst dhetes mellus, exacarbation of pre-extg dubetss melhu
hyperglycer e been reported durhg postmerkethg survelence b Ui nfected
patients recerw\g protesse phbRor (P) therapy. Some patiens requied ethe inkiaton
or dose adjustments of insuiin or oral hypoglycemic agents for treatment of

eve Cmee e Karoackinat hos occshrad 1h those patente who.
dicontinued Pl therapy,ryperghceria persisted b some cases. Becouse these events
Wave beeh reportad Yountarly durig cincalpracte, estimates o Treuency canot be
Tade and causal relationships betwean Pl tharapy and these vents nave not be
establshed.

5.7 Fat Redistribution

Reditrbutianjaccuration of body at ncluding centralobesky, dorsocervicalfot
nlargement (bufflo hur), perphera wasting, facal wasting, breast enlargem
“cushingoid appearance” hav patients receiving anuretmv\ra\therapy
‘The mechanism and long-term e sequen:s of hese events are currenty unknown. A
causal relationship has not been establshed.

5.8 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with
Combhaton antretravkal theropy. mc\udmg darunavk. Durkg the it phase o
combinat whos:

develop o mﬂammmry response o oot of resiion uppoltumst\( rectone uch

PP of bercbsE). e ey hecessione e evthiaton and restmont
Autoimmune disorders (such as Graves' disease, polymyositis, Guilain-Barré syndrome,
and autoimmune hepatits) have also been reported to occur in the setting of mmune
reconstitution; however, the time to onset s more variable, and can occur many months
after initiation of antiretroviral treatment.

5.9 Hemophilia
‘There have been reports of increased bleeding, including spontaneous skin hematomas.

causal relationship between PI therapy and these episodes has not been estabished

5.10 Not Recommended in Pediatric Patients Below 3 Years of Age
DerunauiRonavk b pelarc patients below 3 yers of age s ot recommended i view

observed in juvenie rats dosed with darunavir (from 20
g 5 000 g op o vt 23 10,26 of age one e n Specie Popotans
(8.1and 8.4) and Ciinical Pharmacology (12.3)].

6 ADVERSE REACTIONS

‘The following adverse reactions are discussed i other sections of labeing;
= Hepatotoxicity [see Warnings and Precautions (5.2

= Severe Skin Reactions [see Warnings and Precautions (5.3)]

= Diabetes Melitus/Hyperglycemia [see Warnings and Precautions (5.6)]

- Fat Redistribution [see Warnings and Precautions (5.7)

= Immune Reconstitution Syndrome [see Warnings and Precautions (5.8)]

= Hemophila [see Warnings and Precautions (5.9)]

Due to the need for co-administration of darunavir with ritonavir, please refer to ritonavir
Drescriing formation fo TRonavE-assocted agverse reacton

6.1 Clinical Trials Experience

Because chralrds are condicted under widey varyig condtions, adverse reaction
ved in the ciinical trials of a drug cannot be directly compared to rates in the
(hm(a\ it of another crug and may not rflctthe rates observed i crical practice

e safety assessment s I safety data from the Phase 3 trial TMC114-C211

comparing darunavirkonavir 800/100 mg ance daly versus opiavirtonavi 8001200

mg per day n 689 antetrovial treskment naie HIV-L-nfected adut sublects. The total
I expasure for Subjects i the danunave/rtonavi 800/100 mg once daly a1 end

The opinaviftonavi 800/200 mo per doy orm was 162.5 and 153.5 weeks

respectively.

‘The majority of the adverse drug reactions (ADRs) reported during treatment with

darunavirritonavir 800/100 mg once dally were mid in severty. The most common

clinical ADRs to darunavirritonavir 800/100 mg once daily (greater than or equal to 5%)

of at least moderate intenstty (greater than or equal to Grade 2) were diarrhea,

headache, abdominal pain and rash. 2.3% of subjects in the darunavir/rtonavir arm

discontinued treatment due to

ADRs to darunavir/ritonavir 800/100 mg once daily of at least moderate intensity

(greater than or equal to Grade 2) in antiretroviral treatment-naive HIV-1-infected adut

Subjects are presented in Table 6 and subsequent text below the table.

Table 6: Selected Clinical Adverse Drug Reactions to darunavir/riton:

8007100 1 Once Dady Sof ot Lasst Moderats Intensky (Grade 2) Occurrlng

‘Adult Subje

(17 TMC114-C212)

Systes
organ FIFTC

Darunam/rRonar Boﬂ/lﬂoloplnavlr/rltonavlr 800/200
mg once daily +
Pleferred term, LAl

as(mlmesllnal Disorders

Abcominal 6% 6%
9% 16%

[y 4% 4%

Vomiing 2% 3

General Disorders and Administration Site Conditions

Fatigue <1% 3%

Metabolism and Nutrition Disorders.

Anorexia 2% <1%

Nervous System Disorders

Headache. 7% 6%

Skin and Subcutaneous Tissue Disorders.

Rash 6% 7%

N=total number of subjects per treatment group; FTC=emtricitabine; TDF=tenofovir disoproxil fumarate
2 Excluding laboratory abnormalties reported as ADRs.

Less Common Adverse Reactions
Trestment-emergent ADRS ofat lesst maderate ntensiy (qreater than or equaito Grade

2) occurring in less than 2% of antiretroviral treatment-naive subjects receiving

Gbrumavonave 3067100 g ance daly e Kted beow by body Systern

Gastrointestinal Disorders: acute pancreatits, dyspepsia, flatulence
General Diorders and Adminktraton Ste Cankions: ssthenia

tobilary Disorders: acute hepatitis (€.g., acute hepatits, cytolytic hepatits,
nepammxmy)
ine System Disorers: (drug) hypersenskhky, Immue econstiuton syncrome
Vietabotan and Nutrkion Disorders:dabetes meltu

myalga, osteonecrosis
Psychiatric Dhorders Jomormaloreo
S and Subcataneous Tssue Deorders: sngiedems, prurkus, Stevens-Johnsan
Syndrome, urticaria
Laboratory Abnormalti
Selcted Grade2 10 4 ‘eboratory abnormties that represent o worsening from bascine

observe eated with

3007100 mg once daiy are presented n Table 7.

Table 7:




Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-
Naive HIV-1-Infected Adult Subjects 3(Trial TMC114-C211)

Laboratory parameter 800/100 800/200 mg
% once daily + TDF/FTC per day + TDF/FTC
Limit
Biochemist:
Alanine Aminotransferase
Grade 2 25t s50 9% 9%
Grade3 X S0t =100 3% %
XULN
ade >10.0 X ULN <1% 3%
Asnarlate Aminotransferase
>2.510 5.0 7% 10%
XULN
Grade 3 >5.0t0 510.0 4% 2%
4 >10.0 X ULN 1% 3%
Alkaline Phosphatase
225t0550 1% 1%
Grade 3 ke n t0 100 0% <1%
XU
Grade 4 160 xuLw 0% 0%
Hyperbiirubinemia
Grade 2 >15t0 =25 <1% 5%
XULN
Grade 3 >2510 =5.0 <1% <1%
XULN
Grade 4 >5.0 X ULN 0% 0%
Triglycerides
65- 3% 10%
8.48 mmolL
500750 mg/dL
Grade 3 8.49- 2% 5%
13.56 mmoliL
51-
1,200 mg/dL
Grade 4 >13.56 mmolL 1% 1%
>1,200 mg/dL.
Total Cholesterol
Grade 2 6.20- 23% 27%
7.77 mmollL
240-300 mg/dL
Grade 3 >7.77 mmollL 1% 5%
>300 ma/dL
Low-Density Lipoprotein Cholesterol
ade 2 13- 14% 12%
4.90 mmolL
160-190 mg/dL
Grade 3 24.91 mmollL 9% 6%
=191 mg/dL
Elevated Glucose Levels
Grade 2 6.95- 1% 10%
13.88 mmollL
126-250 mg/dL
Grade 3 13.89- 1% <1%
mme
251-500 mg/dL
Grade 4 >27.75 mmolL 0% 0%
>500 mo/dL
Pancreatic Lipase
Grade 2 >15t0=3 3% 2%
XULN
Grade 3 >3t =5 <1% 1%
XULN
Grade 4 >5 X ULN 0% <1%
Pancreatic Amylase
ade 2 >15t0 =2 5% 2%
XULN
Grade 3 >2t0 <5 5% %
XULN
Grade 4 >5 X ULN 0% <1%
N=total number of subjects per ; FIC: = pr

2Graded data not applicable in Division of AIDS grading scale.

Treatment-Experienced Adutts: TMC114-C214
The safety assessment is based on all salely data from the Phase 3 trial TMC114-C214
comparing darunavir/ritonavir 600/100 mg twice daly versus lopinavir/ritonavir 400/100
o twicedaly i 595 antetrovral reatment.experinced HIV-1-inected acul sublects.
‘The total mean exposure for subjects in the darunavir/ritonavir 600/100 mg twice daly
arm and in the lopinavir/ritonavir 400/100 mg twice daily arm was 80.7 and 76.4 weeks,
respectively.

e majoriy of the ADRs reported during treatment with darunavirritonavir 600/100
mg twice dally were mid in severity. The most common clinical ADRS to
darunavirritonavir 6007100 mg twice dail (greater than or equal to 5%) of at least
moderate intensity (greater than or equal to Grade 2) were diarrhea, nausea, rash,
abdominal pain and vomiting. 4.7% of subjects in the darunavi/ritonavir arm
discontinued treatment due to ADR.

ADRs to darunavir/ritonavir 600/100 mg twice daiy of at least moderate intensity
{gresterthan or equaito Grade 2) i antetrovralrestment-experenced HIV-L-nfected
adult subjects are presented in Table 8 and subsequent text below the tabl

Table & salected Clinical Adverse Drug Reactions to darunavir/ritonavir
00110 ice Daily %of at Least Moderate Intensity (=Grad

Oc(urrlng 5% of Antiratrovhel Tresmant. Exp-rhnced s atectad
Adult Subjects (Trial TMC114-C214)

darunavir/ritonavir 600/100lopinavir/ritonavir 400/100
System mg twice daily + OBR  mg twice daily + OBR
lass, = =

preferred term,
%

Gastrointestinal Disorders
Abdominal distension 2% <1%
Abdominal pain 6% 3%
i 14% 20%
Dyspepsia 2% 1%
Nauses ™ 6%
Vomiting 3%
General Disorders and Aummsnamn Site Conditions
Asthenia 1%
Fatigue 1%
Matsbolam and Nutrition Disorders
Anore 2% 2%
Diapeces melius 2% <1%

Nervous System Disorders

ieadache
Skin and Subcutaneous Tissue Disorders
Rash 7%

N=total number of subjects per treatment group; OBR=optimized background regimen
2 Excluding laboratory abnormaties reported as ADRS
Less Common Adverse Reactions

(greater than or equal to Grade
2) occurring in less than 2% of antiretroviral treatment-experienced subjects receiving
darunavirritonavir 6007100 mg twice dail are listed below by body system:
Gastrointestinal Disorders: acute pancreatits, flatulence

Musculoskeletal and Connective Tissue Disorders: myalgia

Psychiatric Disorders: abnormal dreams

Skin and Subcutaneous Tissue Disorders: pruritus, urticaria

Laboratory Abnormaities

Selected Grade 2 to 4 laboratory abnormalties that represent a worsening from baseline
observed in antiretroviral treatment-experienced adult subjects treated with
darunavirritonavir 600/100 mg twice daily are presented in Table 9.

Table 9: Grade 2 to 4 Laboratory Abnormalities Observed in
i i e Adult

Subjects?(Trial TMC114-C214)

darunavirirtonaviropinavirritonawir 400/100 mg
Laboratory parameter, ity + OB
% Lt twice daily 1 0

Biochemi
Aorine Aminatransferase
Grade 2 280 s50 7% 5%
Grade 3 >5nm =100 2% 2%
00 x un 1% 2%
Asparla!e Aminotransferase
Grade 2 >2.510 5.0 6% 6%
XULN
Grade 3 >5.0 o <10.0 2% 2%
XULN
rade 4 >10.0 X ULN <1% 2%
Alkaline Phosphatase
Grade 2 >2.510 5.0 <1% 0%
XULN
Grade 3 >5.0 to 510.0 <1% <1%
XULN
Grade 4 >10.0 X ULN 0% 0%
Hyperbilrubinemia
Grade 2 >151t0 525 <1% 2%
XULN
Grade 3 >2.510 <5.0 <1% <1%
Grade 4 >5.0 X ULN <1% 0%
Triglycerides
5.65- 10% 1%
8.48 mmollL
500-750 mg/dL
Grade 3 8.49- 7% 10%
13.56 mmollL
751-
1,200 mg/dL
Grade 4 >13.56 mmollL 3% 6%
>1,200 mg/dL
Total Cholesterol
Grade 2 . 25% 23%
7.77 mmoliL
240-300 mo/dL
Grade 3 >7.77 mmoliL 10% 14%
>300 mg/dL.
Low-Density Lipoprotein Cholesterol
Grade 2 13- 14% 14%
4.90 mmollL
160-190 mg/dL
Grade 3 24.91 mmollL 8% 9%
=191 mg/dL.
Elevated Glucose Levels
Grade 2 - 10% 1%
13.88 mmollL
126-250 mafdL.
Grade 3 13.80- 1% <1%
27.75 mmoliL
251-500 mg/dL
Grade 4 >27.75 mmoliL <1% 0%
>500 mg/dL
Pancreatic Lipase
Grade 2 >15to =3.0 3% %
XULN
Grade 3 >3.0t0 <5.0 2% <1%
XULN
Grade 4 >5.0 X ULN <1% 0%
Pancreatic Amylase
rade 2 >15t0 2.0 6% 7%

Grade 3 >2.0t0 £5.0 7% 3%



XULN
Grade 4 >5.0 X ULN 0% 0%

I=total number of subjects per treatment group; OBR=optimized background regimen
2 Grade 4 data not appicable in Division of AIDS grading scale

‘Serious ADRs
The following serious ADRs of at least moderate intensity (greater than or equal to
Grade 2) occurred in the Phase 2b and Phase 3 trials with darunavi/ritonavir: abdominal

pain, acute hepatitis, acute pancreatits, anorexia, asthenia, diabetes melitus, diarrhea,
fatigue, headache, hepatic enzyme increased, hypercholesterolemia, hyperglycemia,

hypertrighyceridemia, immune reconstitution syndrome, low density ipoprotein
increased, nausea, pancreatic enzyme increased, rash, Stevens-johnson Syndrome, and
vomiting.

Patients Co-Infected with Hepatits B andlor Hepati C Virus
In subjects co-infected with hepatits B or C virus recening darunavir/itonavir, the
neidence of adverse evens and cnical chmstry brormates was ot ighér than

jects receiving darunavi/ritonavir who were not co: ept for increased
hepzu( enzymes [see Warnings and Precautions (52). The pharmacokinet expusure

ubjects was comparable to that in SUbJects without co-nfectior
Clncal Teols Experience: Pedatt atin
Darunautiionavi has been studed i combinaton weh ather antretroveal sgents
in’ Phase 2 s, TMCLLA-C212, in which 80 antretrovral treatment- experienced AV~
T infected pedatrc subjects 6 to ke than 18 years of age and weghing at £ast 20 kg
were incuded, THC114-C226, n whih 21 antretroveal treatment-experinced HIV -
infected pediatric subjects 3 o less than 6 years of a eighing at least 10 kg were
Rlided,and THC114.C230 n which 12 anyetrovral (veatmeﬂt naive HIV-1 infected
peclar patnts aged from 12 to e and we ast 40 kg were
. The THCLL4.C213 and 326 1k, evoted daronastiEonavs take ol
dosing and the THCL14-C230 tral evakiated carumavifonae once aaly Gosig [See
Use in Specifc Populations (8.4) and Ciiical Studies (14.4)].
Frequency, type, and severity of ADRs in pediatric subjects were comparable to those
d in aduts
TMC114-C212
Inkal A0 o darunsuettonau (o graces, grestertan o st 3%, were
%), diarthea (11%), abdominal pain (10%), headache (9%), rash (5%)

rormen 0 and e (.
Grade 3 or 4 laboratory abormaliies were ALT increased (Grade 3: 3% Grade 4: 1%),
AST increased (Grade 3: 1%), pancreatic amylase increased (Grade 3; 4%, Grade : 1%),
pancreatic ipase increased (Grade 3: 1%), total cholesterol ncreased (Grade 3: 1%), and
LL increased (Grade 3; 3

MC114-
Ciinical ADRS to darunavir/ritonavir (al grades, greater than or equal to 5%), were

diarrhea (24%), vomiting (19%), rash (19%), abdominal pain (5%), and anorexia (5%)
There were o Grade 3 or 4 shoratory sbrormalie considered o5 ADRS n ths il

Cineal ADRS o darunovirtonavi agrades, reater than or equalto 3%), were
vomiting (33%). nausea (25%), diarrhea (16.7%), abdominal pain (8.3%).
Gecrenced mpetie (5.3%) provie (5356 ane cnsh 10350

‘There were no Grade 3 or 4 laboratory abnormaities considered as ADRS in this trial

6.2 Postmarketing Experience

Metabolism and Nutrition Disorders: Redistribution of body fat
Connective (associated with co-

admiktration wRh HMG-CoA reductase nhtors and darunavirtoravk)

Skin and Subcutaneous Tissue Disorders: Toxic epidermal necrolysis, acute generalzed

exanthematous pustulosis, drug rash with eosinophila and systemic symptoms [see

Warnings and Precautions (5.3

Renal and Urinary Disorders: Crystal nephropathy, crystaluria

7 DRUG INTERACTIONS

7.1 Potential for darunavir/ritonavir to Affect Other Drugs
Darunavir co-administered with ritonavir is an inhibitor of CYP3A, CYP2D6, and P-gp. Co-
administration of darunavir and ritonavir with drugs that are primariy metabolzed by
CYP3A and CYP2D6 or are transported by P-gp may resuft in increasex
concentretons o such drugs, which coul! ncrenee o proeg thek therspeutc ofect
and adverse events. Darunavir co-adminis! itonavir with drugs that have active
taboRels) ormel by CYPSA may resuk . ediced plasma concentiations of these
active metabolite(s), potentially leading to loss of therr therapeutic effect (see Table 10).

7.2 Potential for Other Drugs to Affect Darunavir

Darunau ond tonm are metsbolzed by CYFSA. n o data ndatethat carunaur
may be a P-gp substrate. Drugs that induce CYP3A activity w expected to
increase the clearance of darunavir and ritonavir, resuing in lo owersd plasm:
concentrations of darunavr and rRana. Co-adminstraton of darunave and rkonavi
and other drugs that inhibit CYP3A, or P-gp may decrease the clearance of darunavir
a0 Hhonavk anl may resuk n mcreased st Goncentrations of daranavk and
ritonavir (see Table 10),

7.3 Established and Other Potentially Significant Drug Interactions

Table 10 provides dosing recommendations s a result of drug interactio
darunaukirtonauk. These recommendatons sre based on eker drg eracton studies

r predicted nteractions due to the expected magriude of teraction and potentilfor
Sefious adverse events or s of affacy. The tabe nckides examps of po ently
Sonticont macions but & ot o NCLANE [oce Contrangiarions (hond k.
Prarmacology (123), ond hesefore the il of Socn g ho & co acminerered with
darunaveirkanavi should be consuked fo nformation related to the oute o

etabolism, interaction pathways, potential risks, and specific actions to be taken with

Tegara to co-admestrabon

Table 10: Est-hished snd Other Potentisly Signiicant Drug Interactions: Akerations in Dose or Regimen
be Recommended Based on Drug Interaction Studies o Predicted Inte
¥ See Contraindications (4) for a st ofexamples ofcontraindicated drugs
Isee Clnical Pharmacobogy (12.3) for Magniude of Interaction Tabes 15 and 16/
ect on Concentration of Darunavi
ug

Concomitant Drug Class oncomitant Dru

Drug Name Examples. Ciinical Comment

HIV-1-Antivial Agents: Nucleosids Reverse Transcrigtase Inhibitors (NRTIs)

didanosine Didznosine shoukl be adminstered
< Getanosne one hour before or two hours

Gvamevitionanic uhen” e

administered with food).

HIV-1-Antiviral Agents: HIV-Protease Inhibitors (Pls)
indinavir 0 darunavir

e reference regimen for indinavir was has not been estabished.

(Th
indinavir/ritonavir 800/100 mg twice daly.)

lopinavirfritonavic

The appropriate dose of indinavir in
dinavic combination with darunavir/ritonavic

saquinavir

Other HIV protease inhibitors, except atazanavir
7.4)]

[see Drug Interactions (7.

iviral Agents: CCRS

~ darunavir
« lopinavir

~ darunavic
« saquinavir

maraviroc

Other Agents
Alpha 1-adrenoreceptor antagonist:
alfuzosin

Antibacterial
Clarithromycin

Anticoagulants:

apixaban

rivaroxaban

dabigatran etexiate
edoxaban

Other Anticoagulants
arfarin

Anticonvulsants:
carbamazepine

clonazepam

0 maraviroc

Dalfuzosin

« darunavir
0 clarithromycin

0 apixaban

0 rivaroxaban

0 dabigatran
0 edoxaban

4 warfarin
« darunavir

« darunavir
0 carbamazepine

{ clonazepam

riate  doses  of

d
lopinavir/ritonavir and darunavir, with
or without ritonavi.

Appropriate  doses of _the
combination  have not  been
estabis! . it s not
recommended  to  co-administer
saquinavir and darunavir, with or
without ritonavr.

co-administration  with
dorunaviriona has ot been
studied,  co-administration  Is
not recommended.

When used in  combination
with darunavir/ritonavir, the dose of
maraviroc  should be 150 mg
twice daiy.

Co-administration s contraindicated
due to potental for serious andjor
lfe-threatening reactions such as
hypotension.

No dose adjustment of the
combhnaton & requie for potents
with normal renal functio
adminstaton of clrthromycn and
darunavir/ritonavic in. patients  with
renal impairment, the folowing dose
adjustments should be considered:

« For subjects with CLcr of 30-60

mumin,  the  dose  of
clarithromycin should be reduced
y 50%.

For subjects with Clcr of <30

Umin,  the  dose  of
clarithromycin should be reduced
by 75%.

Due to potentily cressed bieading
risk, dosing recommendations for co-
minstraton of - apixaban wn
aamnaw/menaw depend on
ixaban dose. Refer to apwxahan
Goeng. | raiructons
adminktration wh P-gp and s[rnng
Cp3) ibitors.
in awanan prescribing formatan

Co-administrat of

darunavkirkonk a1 r\varaxahan s
not may

o o e e g

Refer to the dabigatran etexiate or
edoxaban prescribing information for
recommendations  regarding  co-
adminstration.  The  specific
recommendations are based _on
indication, renal function, and effect
f the co-administered P-gp inhibitors
on the concentration of dabigatran o
edoxaban. Cinical monitoring s
recommended when a DOAC not
affected by CYP3A4 but transported
by Pop. kcudng = dstigatren
etexiate and _ed

Somieerad it doramatirtonave

Warfarin concentrations  are
decreased  when  co-administered
with

international normaiized ratio (INR) be
montored  when  warfarin  is

combined with darunavir/ritonavir.
d of eiher
darunavirrtonav or carbamazepie
to be adjusted when

mmatmg o-administration
v aamnaw/monaw and
Clinical

monlnnr\g o (amamazep\ne
concentrations s
titration is recommended to achieve
the desired clinical resy

Cinical montoring of anficonvulsants
that are metaboized by CYP3A



phenobarbital, phenytoin

Antidepressants:

paroxetine, sertraline

« darunavir

4 phenytoin
4 phenobarbital

1 paroxetine
1 sertraiine

Tricyciic Antidepressants (TCAS):
‘amitriptyine, desipramine, imipramine, nortriptyine [ amitriptyline
0 desipra

Other: trazodone

fungals
‘azole, isavuconazole,
Ketoconazole, possconazoe:

voriconazole

Anti-gout:
colchicine

Antimalarial: artemether/umefantrine

Antimycobacterials:
rifampin

rifabutin

(The reference regimen for rifabutin was 300 mg

once daiy.)

rifapentine

Antineoplastics:
dasatinib, niotino

vinblastine, vincristine

Antipsychotics:
lurasidone

pimozide

quetiapine

e.g. perphenazine, risperidone, thioridazine

p-Blockers:
5. carvediol, metoprob,timoll

Cakium Channel Blockers: amlodipine,
lodipine, nicardipine,
i

rs
ranolazine, ivabradine

dronedarone

Other antiarthythmics.
e.g. amiodarone, bepridi,
disapyramide, fecainde, idocaie

(systemic), mexietine, propafenone, quinidine

digoxin

Corticosteroids:
dexamethasone (systemic)

Cunrus(emvﬂs primariy metabolized by CYP3A:

betamethasone
budesonide

e
Methyiprednisolone

0 imipramine
0 nortriptyline

0 trazodone

0 dar
0 traconazole
[ isavuconazole
D ketoconazoke
posaconazole

~ voriconazole

0 cochicine

~ artemether

is recommend
Phenyton and phenobarbial leves

edmmsleﬂng o darenavereanav.

If either sertraline o paroxetine is
i patients  receiving
darunavir/ritonavir, dose  titrating
the SSRI based on a clnical
assessment  of antidepressant
response is_recommended. Monitor
for antidepressant response  in
patients on a stable dose of
sertraine or paroxetine who start
treatment with darunavirfritonavir

Use a lower dose of the tricycic
antidepressants and trazodone due
o potental ncreased adverse events
such as  nausea, diziness,
hypotension and syncope.

Montor  for  increased
darunavir/ritonavir andforantifungal
adverse events with concomitant use

these antfungak, When co-
administration is required, the daly
dose of ketoconazol of kraconazol
should not_exceed 200 mg with
onkoring for- ncreased antfungal
adverse events

Jorkonazale i not recommended

pauems recehing deruraviirtoner

mparing
predmd bt to ik rat jetfies
the use of voriconazole.

Co -sdminstraton & contrandkated
ndjor hep:
Imiarmment "dve i, “potentil Tor
ous iife-
threatening reactions.
For _patients _without _renal _or
‘hepatic mpairment:

« Treatm flares - _co-

‘patients on darunavir/ritonavir:

0.6 mg (1 tablet) x 1 dose, folowed
by 0.3 mg (half tablet) 1 hour later.
Treatment course to be repeated no
earer than 3 cays.
Prophylaxis_of qout-flares - co-
minstration of _colchicne _in

If the original reg\men was 0.

a
he regimen ol
be aﬂlusted 1005 mg one s

If the original regimen was 0.6 mg
once a day, the regimen should be
adiusted to 0.3 mg once every
other day.

« Treatment of familal

‘patients on darunavir/ritonavir:

maximum daly dose of 0.6 mg (may
be given as 0.3 mg twice a day).

The  combinaton  of

0 lumefantrine
«darunavir

4 darunavir

0 darunavir
0 rifabutin
25-0 desacetylrifabutin

~ darunavir

0 antineoplastics

[ lurasidone

0 pimozide

0 quetiapine

D antipsychotics

0 beta-blockers.

0 calcium channel blockers

[ ranolazine
0 ivabradine

[ dronedarone

[ antiarrhythmics.

0 digoxin

~ darunavir

] corticosteroids

artemether/umefantrine can be used

ut
exposure. may ncrease the sk of
QT prolongation.

Co-administration is contraindicated
due to potential for loss of
therapeutic effect and development
of resistance.

ose reduction of rfabutin by at
least 75% of the usual dose (300 mg
once o) & recommendsd (i, &
maximum dose of 150 ever

Giher day. Increased monkoring ror
adverse  events s warranted
\n Dal»ents TE(EMHQ lhls combination

dose
Tesucton of " Frabutn may
be necessary.

Co-administratior of
darunaviirtonavk wi riapentine is
not recommended.

decrease in the dosag
au,uszmem of the dosing terval of
dasatinb and niotinib_ may be
necessary for patints. Please refer

satini
and riotin prescribing. formatin
for dosing instructions.

Jfor vcristhe snd unbestne
jeration_should be given to
Semporariy withholding the Honavi

containing antiretroviral  regimen in
patients who  develop ~ significant
matologic or gastrointestinal side

o
antiretroviral  regimen

s for 4 prolonged periot
consideration should be given to
intating a revised regimen that does
not include a CYP3A or P-gp inhibitor.

Soagmikiraton & cotraincated
e to potential for serious andjor
\ﬂelhrea{em"g reactions.

Co-administration s contraindicated

as cardiac arrhythmias,
Intiation __of runavic h

Consider_alternative _antiretroviral
therapy to avoid increases in
etiapine  exposures. If  co-
administration is necessary, reduce
the quetiapine dose to 1/6 of the
qument  dose end  monior
for quetiapin
associated adverse reactio
Refer to the quetiopie préscrioing
Inormaton fo recommendatons on
adverse reaction monitoring.

Intiation __of _quetiapine__in
patients —_taking Garunavic

Refer to the quetipine prescriing
information for inital dosing
titration of quetiapine.

decrease i the dose
antipsychotics that are metobelzed
by CYP3A o CYP2D6 may be needed

co-administered
i derunaviirtonave

Clinical_monitoring of patients is
recommended. A dose decrease may
be needed for these drugs when co-
adminstered with darunavir/ritonavic
and a lower dose of the beta blocker
should be considered.

Cinkcal monkoring of patints
is recommen

Co-adminstreton & conrandicated
il for serious andjor
e inrearening reactons

So-admintraton & contrahkated
o potential for serious. ancjor

Hemesenng . eocte

a5 cardiac arrhythmias

Therapeutic  concentration
monitoring, if
Svalsble kb recommended for
antiarrhythmics

Scministered weh darunavironavr.

The lowest dose of digoxin shoud
initaly be prescribed.
dgon concentrations Shoull
monitored and used for titration of
digoxin dose to obtain the desired
clinical effect,

o0-administration of
darunavirrtonavr with  systemic
dexamethasone or other systemic
comcnsle(mds thet hduce CYP3A

may sult los:

Thetapeutic sffect and deveopment
of reskstance to darunavir. Consider
alternative corticosteroids.

Co-administration
corticosteroids (al

the risk for Cushina’s syndrome and



mometasone
triamcinolone

Endothelin receptor antagonist:
bosentan

Ergot deriv
eg d\hydmergn!amr\e ergotamine,
methylergonovine

Hepatitis C virus (HCV):
Direct-Acting Antivirals: ebasvir/grazoprevic

glecaprevirfpibrentasvir

Herbal product:
St. John's wort (Hypericum perforatum)

Hormonal contraceptives:

[bosentan

[ ergot derivatives

[0 elbasvir/grazoprevir
0 glecaprevir
0 pibrentasvir

~ darunavic

ethinyl estradiol,

Immunosuppressan
5. ycoshorne, taeraimus, solmus

Immunosuppressant/neoplasti
everolimus.

irinotecan

Inhaled beta agonist:
salmeterol

Lipid Modifying Agents:
HMG-CoA
reductase inhibirors: lovastatin, simvastatin

atorvastatin, pravastatin, rosuvastatin

‘Other lipid modifying agents: lomitapide

Narcotic analgesics metabolized by CYP3A:

e.g. fentanyl, oxycodone

tramadol

Narcotic analgesics/treatment of
opioid dependence:

~ norethindrone drospirenone: effects
unknown

0immunosuppressants

[ saimeterol

[ lovastatin
[ simvastatin

[1 HMG-CoA reductase inhibitors.

0 lomitapide

0 fentanyl
0 oxycodone

0 tramadol

methadone

Opioid Antagonist
naloxegol

PDE-5 inhibitors.
‘e.g. avanafi, sidenafi, tadalafi, vardenafil

Platelet aggregation inhibitor:
ticagrelor

clopidogrel

« , naloxone

adrens) suppression
corticosteroids

mcludmg becomethasane

e, and_predniolone(for
ren e ancior o are e e
by feed
relative to other steroids) should be
considered,  particularly for ~ long
term use,

Coaumnstuation_of_bosentan i

n patients who have been receving
darunaviritonavir for at least 10
days, start bosentan at 62.5 mg
once daiy or every other day
based upon individual tolerabilty.

Co-administration of

Discontinue use of bosentan at least

day based upon individual tolerabilty.

Soadmintraton & contronkated
o potential for serious. ancjor

s ening

a5 acute ergot toxicly chavactenzed

by perkhersl vasospssm — and

ischemia ne " oxtramites and

other tissues,

Co-administration is contraindicated
due to potential for the increased risk

of alnine transaminase  (ALT)
elevations.

o-admistraton of
darunaviirton with

gkaprev'/pwhrenhasmr s not

Co-administration s contraindicated

due to potential for reduced plasma

concentrati farunav,
h result in loss

therapeutic effect and

development of resistance.

rnative  (non-

hormonal) contraceptive method or a

barrier method of contraception is

mended [see Use in Specific
Populations (8.3))

co-administration  with
drospkenone, clnical morkoring s

om the
potential for hyperkale

No data aré. avalabe to moke
recommendatons on co-
administr: with other
Rormonal (nnua(epws

Therapeutic  concentration

monitori
of the immunosuppressive agent is
recommended when co-administered
with darunaviritonavir.

Co-admintraton of everokmus and
darunavir/ritol
ot recommended.

Dicertiwe_ uarunaw/mnnaw at
ast 1 startin

rinotecan erny "B not adminster
darunevirkanavi whh _ithotecan
re no

(herapeuuc alternatives.

Co-mistraton of saimeterol and
daruraveirkon

ded. The combination may

iy peressedrik _of

et savmerere, incuing
QT prolongation, - palpitations ~ and
sinus tachycardia,

Co-administration is contraindicated
due to potential for serious reactions

such as
myopathy including rhabdomyolysis:

o-administration
dorunaviionavi weh MG <o A
reductase  inhibitors  may.

to adverse events such as myopathy
Tirateatorvastatin, pravastatin_or

not exceed atorvastatin 20 mg/day.

Co-administration is contraindicated
due to potential for markedly
increased transaminases.

Seretul monkork of therapenti
effects and adverse reactions
assucaleﬂ with o

etabolized narcotic analgesic:
(ncludng potentaly fata resplrawry
depression) is recommended wi
administration,

A dose decresse may be needed for
tramadol with concomitant us

No dose adjustment for
or

* methadone

Cnaloxegol

JFDES nhiskors only the use of
ed for treatment of
et dystancon s e studed wih
darunavir/ritonavir)

0 ticagrelor

Lclopidogrel active
metabolite

jenafil

buprenorphineinaloxone & required

rent administration of
aarunawr/monaw Cinkal monkorig
[

damnzw/munavw e

buprenorpl or
buprenummne/naluxune are  co-
adm

No adjustment of methadone
dosage is required when inftiating co-
administration of darunavir/rionavir.
However, clinical  monitoring

a5 the dos
methodone  during | maintenance
Therapy may need 1o be adusted n
some patients.

Co-administration of
darunaviritonavir and naloxegol is
contraidicated due o
pots for precpitating  opioid
ol symptor

o0-administration with
darunavir/ritonavir may resuk in an

incre in  PDES  inhibitor-
associated adverse events, including
hypotensi syncope,  visual

ontraindicated due to

hypotension,
prolonged erection, and syncope).
‘The folowing dose adjustments are
recommended for use of tadalafil
weh carunaveirkonaut:
acminsration_of_tadaafl_in

in patents recewing
darunavi/ritonavir for at least one
week, start

once dly bhsaa.apon indidusl
tolerabilty.

« Co-administration f
darunavi/rtonavir in_patients on
tadalafil

Avoid use of tadalafil during the
initiation fuarunaw/mnnaw Stop
tadalafil 4 hours prior to
starting damnszmunav\r Rt at
least one week folowing the
intiation  of darunavir/ronavir,
resume tadslafiat 20 mg once dab
Increase to 40 mg once dally based
upon naveloal tokrabity

PDE: r

‘erectile dysfunction:

Sidenafil at a single dose not
exceeding 25 mg in 48 hours,
vardenafil at a single dose
not exceeding 2.5 mg dose in 72
hours, or tadalafi at a single dose not
exceeding 10 mg dose in 72 hours

c with  increased
monitoring for  PDES  inhibitor-
associated adverse events.

iministration of
darunavirirtonavir and  avanafi is
not recommended.

o0-administration f
darunavirritonavir and ticagrelor s
not recommended.

o-administration of
darunaviirtonavi and copdogrel s



prasugrel « prasugrel active
taboite

metal

Proton pump inhibitor:

omeprazole - omeprazole
« darunavir

Sedatives/hypnotics: [ midazolam

orally administered midazolam, triazolam 0 triazolam

metabolized by CYP3A

e.g. buspirone, diazepam, estazolam, zolpidem  [J sedatives/hypnotics.

parenterally administered midazolam

Urinary antispasmodics

fesoterodine [ fesoterodine

solfenacin [ soifenacin

7.4 Drugs without Clinically Significant Interactions with Darunavir

when
e elomig e tane: stosana. dokregrave, efavrenz, e nevirapine,
nucleoside reverse transcriptase inhibitors (abacavr, emtrici
ket venatove sbtcaamede brwedne, ctavsdne. wnotov disoproxil fumarate,
zidovudine), pitavastatin, rakegravr, raniidine, or ripivirine.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

There i 2 pregnancy exposire regtry that monkors pregnancy outcomes n women
osed to darunavir during prec Healthcare providers are encoura

regster patients by coling the Antrer vl Pregnancy Regtry (APR) 1 00 2584263

Prospective pregnancy dta rom the APR are not suficen to adequately sssess the

sk of birth defects or miscarriage. Available Imited data from the APR show

statistialy signiicant dference i the overalrsk of malor bith defects for Garunave
e background rate for major birth defects of 2.7% in a U.S. reference

populaton of the Metropolkan Atanta Congental Defects program (MACDP) fsee Datal

e rae o micarrage s ot reported n the PR, e etimated backgraund rote of

miscarriage in cinicaly rec pregnancies in the U.S. general population is 15-20%

The background rsk of mafr bth defects and miscarriage or tne nciated popuiaton

is unknown.

Studies i ankmak ddnot show evidence of developmentaltoxicty. Exposures (based

on AUC) in rats were 3-fold higher, whereas in mice and rabbts, exposures were lower

Uess than 1-fok)than human exposures at the recommended dly dose [see Data.

Cinical Consideratior

The recommended dosage in pregnant patients is darunavir 600 mg taken with rtonavic

100 mg twice day wth

Darumav 550 oy ok wathtonavr 100 mg ance daly should anl b considerd i

Cartn preghant patents who ore i cady o 5 S5l ot shavk 800 g weh rtanadk

100 mg ance daly regmen pir to pregnancy, are urologcal suppressed (11 RNA

less than 50 copies per mL), and in whom a cha daby darunavi 600 mg wah

ronove 100 1o iy Comromee telrabiky or complance see Dot

Administration (2.4) and Clnical Pharmacology (12.3)]

Potman Data
Darunaviitonavi (6007100 mg twie daly.or 8007100 mg once daiy) in combination
d regimen was evabated n  ciclralof 36 pregnant wormen curng
the sacond and hird rmesters, and postpartu subjects were enrole
ear.h BID and QD trestment rms. Twenty.nhe Subjects complted.the il mruugh
artum_ period (6-12 weeks fter delvery) and 7 subjects dscontinued before
i Comblaion, 5 ubjects n the BID arm and 2 subjects i the QD

harmacokinetic data demanstrate hat exposure to darunavi and rtonavr as part

ofan antretrouialregimen was lower durig pregnancy compared wih postpartum (c-
e reductions during preghancy were areate for the once

Tegkmen s compares t the twice Galy fegknen [oee Clnkal Pharmacoiogy (1231

Virologc response was preserved. In the BID arm, the proportion of subjects with HIV-1
RNA <50 copies/mL were 30% (7/18) at baselne, 61% (11/18) through the third
trimester visit, and 61% (11/18) through the 6-12 week postpartum vist. Virologic
outcomes during the third trimester visit showed HIV-1 RNA =50 copiesjmL for 1%
(2/18) of subjects and were missing for 5 subjects (1 subject discontinued prematurely
due to virologic faiure). In the QD arm, the proportion of subjects with HIV-1 RNA <50
copisimL were 1% (11/19) at baselne, 83% (1518) through the thd trmester v,
2 76% (14718) through the 612 week postpartum vt Viokogi: outcomes during the
Ehed rimester vt showed HIV-1 RN =50 copes/mLfor none of the Subfc

N s for 3 Suple 1 Subec deronthied prometurey et Ve g Tl

Darunaviionavi was we tolerated during pregnancy and postpartum. There were no
new clinicall relevant safety findings compared with the known safety profile of
CarimkRorat . fectel e

Among the 31 infants with HIV test results avaiable data, born to the 31 HIV-infected
pregnant women who completed trial through delivery or postpartum period, all 31

i he time of delivery and/or
through 16 weeks postpartum. Al 31 infants received antiretroviral prophylactic
treatment containing zidovudine.

Based on prospective reports to the APR of over 980 exposures to darunavir-containing

egimens during pregnancy resulting in e brths (ncuding over 660 expose n the

he prevalence of
with first trimester

Ceposure t darunavi contaning regmens and 2 9% (359% Gl 115 1 4 550 wih

secondthird trimester exposure to darunavi-containing regimens.

Animal Data

Reproduction studies conducted with darunavir showed no embryotoxicity or
teratogenicity in mice (doses up to 1,000 mg/kg from gestation day (GD) 6-15 with

absence of ronavir) a wel s n rabbts (doses up to 1000 majkg/day from GD 8-20
with darunavirslone). I these studes, darunavi exposures (based on AUC)

higher in rats (3-fold), whereas in mice and ra posures were ower (esé than 1-
okl compared to those abtaned In humans t the recemmended cinial dose of
darunavir boosted with rtonavir.

8.2 Lactation

Risk Summary.

The Centers for Disease Control and Prevention recommend that HIV-infected mothers

not breastfeed their infants to avoid risking postnatal transmission of HIV.

Thers are o daa an thepresence of darunavi. i hurman mik the effects on the
eastfed nfant,or the effects on mik production. Darunau i present

\a:!amg rats [sée Data]. Because of the potential for (1) HIV transmission (in HIV-

negative infants), (2) developing viral resistance (in HIV-positive infants) and (3) serious.

adverse reactions in a breastfed infant, instruct mothers not to breastfeed if they are

receiving darunavi [see Use in Specific Populations (8.4)).

Da:

Animal
Studies in rats (with darunavir alone or with ritonavir) have demonstrated that darunavir
is secreted in the mik. In the rat pre- and postnatal development study, a reduction in
pup body weight gain was observed due to exposure of pups to drug substances via
mik. The maximal maternal plasma exposures achieved with darunavir (up o 1,00

mg/kg with ritonavir) were approximately 50% of those obtained in humans at the
recommended clinical dose with ritonav.

8.3 Females and Males of Reproductive Potential

Contraception
Use o darunavi may educe th eficsy of combined hormonl contraceptives and the
progestin only pil Advise patients to use an effective alternative (non-hormonal)
Coniracepive meinod or 44d a barir matnod of Conraception. For co.aaminBiratin

rospirenone, clinical monitoring is recommended due to the potential for
hyperkalemia (see Drug Interactions (7.3)]

8.4 Pediatric Use

Darunavirkonavir s not recommended n pedtrc patnts beow 3 years of age
because oftoxkcky and mortlty abserved 1 juvenle rats dosed wth darunaue
(ram 20 mgik to 1000 Mgk upto G2y 23 0 26 of age fsee Warnitg
Precautens 5 n Speciie Popuatons (8.1) and Cinal Pharmaccicqy G2
ety. Dharma(okmml profie, and viokg and immunologc respons
Garunavionaur saminstered twice daly were vauated  reatment experinced
VAT nfected pedoric subject 3 t ess than 16 years of 596 and welgntng ot kast 10
Sublects were evalated n Cnical s THCLL4.Co12 (30 Subects, 6 to e
than 16 yoars of a9e) and TMCL1-228 (21 subjects, 3t lss than 6 yers ot age) fsee
2.3) a 4.4)].

Frequency, type, i sevemy of adverse drug feactone pediatric sume:ts were
comparable to those observed in aduls [see Adverse Reactions (6.1)]. Refer to Dosage.
rendations for pediatric subjects 3

In clinical trial TMC114-C230, the safety, pharmacokinetic profie and virologic and
mmunolgic responses of darunaviironayk administered once dal were evakiated in
treatment-natve HIV- - nfected pediatric sublects 12 o less than 10 years of age (12
e foce Acersa Resctiorhs (5.1, Cinias Prarmaceioay (12 and Cica tuies
1 Fraquency, st nd Sewirky of adveret s rescions i st b
were comparabl to those observed in adul dverse Reactions (6.1)]. Once daily
dosing recommendations fo peditrc patnts 3to kss than 12 years of age were
derived using population pharmacokinetic modeling and simulation. Athou
darunayironavir once daly dosing pedtric trlwas not conducted Coioren s
than 12 years of age. there & suffcen chricalsafety cata to support th predicted
darunauy e exposurs for the dosing recommendations i i age group (see
(123 ot once-dely dosing

Tecommendatone ot pedore aublece' v et 18 e of e and weking ¢
least 10 kg
iserle Anims| Dot
Ina juver study where rats were directly dosed with darunavir (up to 1,0(
i), deaths scturred from postnaalday 3 at plasma exposure levels rangng o
0.1 10 of the human exposure kveks. I 2 &-week rat toxcokogy study, when dosing
was it on post nata ey 23 (the human equivaknt of 2 t 3 years of 8gel,

ot were observed wih  pasima exposUre (h combnaton weh rRonevi 2 fmes

z

not recommended due to_potentil
Teduction o the anplatele acthey o
clopidogrel.

No dnse adjustment is needed when
prasugrel i co-administered ~with
Camaonan

omeprazole
administered with darunavir/rtonavir,
monitor  patients for  decreased
efficacy of omeprazole. Consider
increasing the omeprazole dose in
patints whose symptoms are not
wel controlled; avoid use of mo
than

e to potential for serious and/or
Wetnrea(emng reactions such as.
longed increased _sedation
o resretory depression. Tiazoiam
and oraly adminitered midazolam
are extensively boized
by CYPaA Cos Saminiraton of
triazolam
oraly admistered midazom wieh
darunavk may cause lrge ncresses
the  concentrations
these benzodiazepines.

Titration is recommended when co-
adminstering  darunavirfritonavic

g
H
n§g
H

ould  be
onsidered  with monitoring  for
adverse events.

Co-sgminktration, of _parenteral
rmdaza\a should be

ich avsures. close cliica
mommg and appropriate medical
management in case of respiratory
Gepresson " anlor ed
sedation. Dosage reduction for

il more than a single
e o miczolm & sminstere:

fesoterodine s
adminitered wih darunavirritonav,
do not exceed a fesoterodine dose of
4 mg once day.

solfenacin
admlnstered with. darunav\r/rlonavlr,

texceed a solfenacin dose of 5
o ence



the human plasma exposure levels

8.5 Geriatric Use

Cinical studies of darunavir did not include sufficient numbers of patients aged 65 years
and over o determine whether they respond diferentlfrom younger patens. In
general, caution should be exercised in the administration and monitoring of darunavir in
Gty patents. eflacting the greater frequency of decrcasad hepati: fncton, and of
concomitant disease or other drug therapy [see Cnical Pharmacology (12.3)].

8.6 Hepatic Impairment

No dosage adjustment of darunavi/ritonavir is necessary for patients with ether mild or

moderate hepatc impa¥ment.No pharmacokinetc or safety data are avalabl regarding
se of darunaviironavir n SUbjects wih severe hepatic mpairment Ther

v tonaut & not ecomméndcd for bse pationts with sevare hepatc

impairment [see Dosage and Administration (2.6) and Clinical Pharmacology (12.3)].

8.7 Renal Impairment
Population pharmacokinetic analysis showed that the pharmacokinetics of darunavir

hemaodialysis or peritoneal dialysis [see Clnical Pharmacology (12.

10 OVERDOSAGE

with i imked.No speckic

antdote s avalabl for darunavi. Treatment of darunae
onsists of general supportive essures  ncking momomg of vital signs an

Gbsarvation of the cingal stotus of the e darunavir i highly pruzem bound,
Glonse S uikely £ be bencicl i SiyTcant ramovalof the actve suesiance.

11 DESCRIPTION
Darunavir is an inhibitor of the human immunodeficiency virus (HIV-1) protease.
Darunaur tblets contan the active gredent darunavk, prsent a5 darunavk
(amorphous) which has the folowing chemical name: (15,2

carbamic acid(3R. Its molecular formula
is Co7H37N3035 and its molecular weight is 547.66. Darunavir (amorphous) has the
following structural formula:

oo O

\ﬁ ”/L”‘,w) @

Darunavir (Amorphous) is a white to off-white powder which is soluble in
dichloromethane, sparingly soluble in methanol and insoluble in water.

Darunavir 600 mg tablets: Beige colored, ovak-shaped, biconvex, fim-coated tablets,
debossed with "M on one side and “600" on other side.

Darunavir 800 mg tablets: Brown colored, oval-shaped, biconvex, fim-coated tablets,
debossed with “M" on one side and “800" on other side.

Each tablet aiso contains the inactive ingredients colloidal siicon dioxide, crospovidone,
hydroxypropyl celulose, magnesium stearate, polacriin potassium, siicified
microcrystaline celulose and sodium chioride. The 600 mg tablet fim coating contains
Fon axile yelow, ron oxide red, poletnyene grycomsn polyvinyl alcohokpartially
hydrolyzed, taic, and tianium dioxide. The tablet fim coating, contains

oxide red, polyethylene glycol 3350, pobywny\ hichs partialy hydrolyzed, talc, and
titanium dioxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Darunavir is an HIV-1 antwviral drug [see Microbiology (12.4))
12.2 Pharmacodynamics.

Cardiac Electrophysiology

in a thorough QT/QTC study in 40 healthy sublects, darunavirfritonavir doses of 1.33
times the maximum recommended dose did not affect the QT/QTC interval.

12.3 Pharmacokinetics
Pharmacokinetics in Adults
Ger

Darunows i pinarty mtabolzed by CYPaA. Réonar b PR, thereby ncresng

Concentrations of darunavr. When a single dose of darunavir 601
ghen oraly s combination wkh 100 mg rtonavie wice dal, there was an approximate
14-fold increase n the systemic exposure of darunavir. Therefore, darunavir should only
be used 1 combinatn with 100 mg of onavk o achive st exposures of
darunau

sarunavir, with low (100 mg),

T hoan cxsned 5 ey S0UR sahtears and 1 HIV- 3 piected Subpets. 1966 11

of darunavir /ritonavir 600/100 mg twice daly (based on sparse samping in
patients in trial TMC114-C214, 278 patients in trial TMC114-C229 and 119 patients.
Iintegrated daa] from rias THiC114- czoz and TMC114-C213) and darunavir fritonavic
800/100 mg once daiy (based on sparse sampling in 335 patients in trial TMC114-
G001 o’ 950 paronts il THCA18-C235) 0 A1 e tedspovents

Table 11: Population Pharmacokinetic Estimates of Darunavir
Garamavi/ehonavk 8001100 mg Once Daty (Tril TMCI14-Co11, 8- Week
Analysis and Trial TMC114-C229, 48-Week Analysis) and
darunaviiritonavie 6001100 g Twice Daly (Trial TMC114-C214, 4.

Week Analysis, Trial TMC114-C229, 48-Week Analysis and Integrated Data
From el THC118-0215 and THCA14.C202, Primary 34-Week Analyeis)

Darunavir / ritonavir  Darunavir / ritonavir 600/100 mg
800/100 mg once daily ~twice daily
TMC114-C213 +
TMC114-C202
TMC114-  TMC114-  TMC114-  TMC114- (integrated data)
€211 N=335C229 N=280C214 N=285C229 N=278 =11
Aucuh g e

tean + 93026 93334 116796 114302 124698 = 32286
Stonaard £27050  £28626  +33504 32681
Deviation
Median (Range) 87854 87788 111632 109401 123336
(45000- (45456-  (64874-  (48934-  (67714-212980)

219240)  236920)  355360) 323820
<oh (ng/mt)
M 2282 + 1168 2160 = 1201 3490 + 1401 3386 + 1372 3578 = 1151
Slandard

Sreaan TRange) 2041 1896 3307 3197 3539
(368-7242) (184-7881)  (1517-  (250-11865)  (1255-7368)
13198)

umber of subjects with data
2AUC24h s calculated as AUC12h*2

‘Absorption and Bioavaiabiity
Derunaut,co-scmintered weh 100 mg rkanavi i daly, wos sbsorbed folbwing

with

bnavaﬂahl\rly of a single 608 g dose of darunae a\une and after co- admitration wkh
itonavir twice daly was 37% and 82%, respectively. In vivo data suggest t

preichinsisethy s an hbtor o the p- Shycoproten (b-9p) ransporters.

i b weao Samistered wth food, the Cmax and AUC of darunavir,
co-administered with ritonavir, is approximately 40% higher relative to the fasting state.
Wi the range of meai studid, Garunavr exposure s s The total calorc
content of the various meals evaluated ranged from 240 Kcal (12 gms fat) to 928 Kcal
(56 gms fat)

Distribution
Darunavir is approximately 95% bound to plasma proteins. Darunavir binds primariy to
plasma alpha 1-acid glycoprotein (AAG).

etabolism
In vitro experiments with human liver microsomes (HLMs) indicate that darunavir

enzymes, primarily by CYP3A. A mass balance study in healthy volunteers showed that
after a single dose administration of 400 mg 14C- darunav, co-xmbktered wth 100

mg ritonavir, the majority of the radioactivity in the plasma was due to darunavir. At least
3 oxkiatve retabolkes of darunavir have bacn Kentiied hn humans; al showed actiry
Ehat was ot east 90% lss than the activy of darunavi aganst witype HIV-1

Elimin,
b baance study in healthy volunteers showed that after single dose administration
of 400 mg 4C-darunavir, co-administered with 100 mg ritonavir, approximately 79.5%

and 13.9% of the adminitered dose of 14C.darunavk was recovercd i the feces and

of darunavir was aporoximatey 15 Rours when co-admstered we ronavi. After
ntravenous administraton the cearance of darunavr, adminstered alon
mintere wEh 100 mg twke daly rronave, was 328 Lh and 5.9 U respectuel;

o Impament
Darunaui & primarly metabalzed by the e, The steady sate pharmacokietic
parameters of darunavir were simiar after multple dose co-adminitral
namnaw;munaw 5001100 g twice oty o subects wih normal hepanc finction
{n=16) mid hepatc mpairment (Chi rate hepatic
paemant (Chbh g Clss . oB) T Bitcct o Sevre hapate smpasimens on he
harmacokinetics of Carunavir has not been evakated [see Dosege and AgmnStraton
(2.6) and Use in Specifc Populations (3.6)].
Hepatis 8 o Hepatis C Vus Countecton
eek analysis of the data from Studies TMC114-C211 and TMC114-C214 in HIV-
T ifected subfects nck ated that hepattis B and/or hepatkis Cvira co-nfection status
i o spparen ffcton the exposure of carunavr.
Renal Imy
RERs from 3 mass baance study wih 19 daunavirtonavi showed that
approsimately 7.7% of the scminstercd dose of darunur s excreted n he e s
i, As Garumavi and rkonavi are hihly bound to pasta protens, it &
unikely hat they wlbe skgaficanty removed by hemédialsis o perkoneal s
Popuiation pharmacokinetic analysis showed that the pharmacokinetics of darunavir
not significantly affected in HIV- 1-infected subjects with moderate renal
impaiment (CCL between 30-60 mLimin, n=20). Tere re 1o pharmacokinetc data
avaiable n HIV- ed patients with severe renal impairment or end stage renal
deease [see Use in Spectt Popuiatons @7
ender

Pn uiaton pharmacokinetc anayss showed higher mean darunavirexposure i HIV-

nfected females compared to males. This difference i not clincall relevar

Race

Population pharmacokinetic analysis of darunavir in HIV-1-infected subjects indicated
that race had no apparent effec on the exposure o darunavi

Geriatric

Population analysis in ubjects showed

pharmacokinetcs are not consideranly difrent in the age range (18 to

evmliate i HIV: 1-fected sublects (n=12, ge grester Than of equal 0 65) e usen

pech Popuistins (8.5)
it

e pharmacokinetics of darunavir in combination with ritonavir in 93 antiretroviral
treatment- experienced HIV-1-infected pedatric subjects 3 to less than 18 years of age
and weighing at least 10 kg showed that the administered weight-based dosages
resuted i simkar carunavy exosure when compared tothe darunaur exposure

adults receiving 600/100 mg twice
ua-ry Toee Dcsage and Administration (2.5)].

The pharmacokinetics of darunavir in combination with ritonavir in 12 antiretroviral
treatment-naive HIV-1-infected pediatric sublects 12 to less than 18 vears of age and



weighing at least 40 kg receiving darunavir/ritonavir 800/100 mg once daily resulted in
simiar darunavir exposures when compared to the darunavir exposure achieved in
treatment-naive aduls receiving darunavir/ritonavir 800/100 mg once daly [see Dosage
and Administration (2.5)).

Based on population pharmacokinetic modeling and simulation, the proposed
darunauk/rkonaul orice dal doskg reginens fo pedtrc paients 3o lss than 12

years of age is predicted to result in simiar darunavir exposures when compared to the
darunavy ex posures achioved 1 reatmentnatve aduts recehing Garonaviirtonave
00/100 mg once daily [see Dosage and Administration (2.5)].

e POPUOHon pharAcoKneRk parameters h pediirc Subjects wEh carunavkirkonave
adminstered once or twice daily are summarized in the table below:

Table 12: _Population Pharmacokinetic Estimates of Darunavir
Exposure (Trials  TMC114-C230, T! €212 and TMC114-

€228) Following Administration of Doses in Tables 2 and 3

daily
twice daily
TMC114-C228¢

TMC114- €230
Parameter aN=12 10to

less thanless than
15kg® 20kg

TMC114- dN=13
c212
N=74 N=10
WAuc2eh g himLe

84390 = 23587 126377 137896 157760
2 ndard Deviton £34356 51420 * 54080
Median (Range) 86741 127340 124044 132698
(35527-123325) (67054~ (89688~ (112310-
230720) 261090) 294840)
Coh (ng/mL)

Mear

141 + 865 3948 4510 4848

= Standard Deviation £1363 £2031 2143

Median (Range) 2234 3888 4126 3927
(542-3776) (1836- (2456~ (3046-

7821)  9361) 10292)
N=number of subjects with data.

2 Summary statistics for population pharmacokinetic parameter estimates for DRV after
administration of DRV/rtv at 800/100 mg once daiy in treatment-naive HIV-1 infected
subjects from 12 to <18 years of age - Week-48 Analyses.
b Calculated from individual pharmacokinetic parameters estimated for Week 2 and
4, based on the Week 48 analysis that evaluated a darunavi dose of 20 mg/kg
twice daly with ritonavir 3 mg/kg twice daly.
< Subjects may have contributed pharmacokinetic data to both the 10 kg to less than 15
kg weight group and the 15 kg to less than 20 kg weight group.
¢he 15 kg o less than 20 kg Weight roup receNved 380 mg (3.8 mL) darunavi oral
suspension twice dally wil
48 mg (0.6 mL) ritonavic vl soltion twice daily in TMC114-C228. Cakculated from
individual pharmacokinetic parameters estimated for Week 2 post-dose adjustment visi;
ased on the - Week 48 analysis that evaluated a darunavir dose
of 380 mg twice daiy
© AUCa4n is calculated as AUCI2y*2.
Pregnancy and Postpartum
‘The exposure to total darunavir and ritonavi after intake of darunavir/rtonavir 600/100
mg twice daily and darunavir/ritonavir 800/100 mg once daily as part of an antiretroviral
regimen was generally lower during pregnancy compared with postpartum (see Tal
13, Table 14 and Figure 1).
Table 13:  Pharmacokinetic Results of Total Darunavir After
Administration of darunavir/ritonavir at 600/100 mg Twice Daily as Part of an
ntiretroviral Regimen, During the 2nd Trimester of Pregnancy, the 3rd
Trimester of Pregnancy and Postpartum

i Trimester of Trimester of pregnancy Postpartum (6.
of total darunavir (n=12)2 (n=12) Weeks) (n=12)
(m

standard devlaton)

Cmax, ng/mL 4668 + 1097 5328 + 1631 6659 + 2364
AUC2ah, ng.h/mL® 78740 + 19194 91760 + 34720 113780 + 52680
Cmin, ng/mL 1922 + 825 2661 + 1269 2851 + 2216

an=11 for AUC24h
DAUC24h is calculated as AUC12h*2.
Table 14:  Pharmacokinetic Results of Total Darunavir After

atration of darunaviirkonavic at 800/100 mg Orice Daly as Part of an
Antiretroviral Regimen, During the 2nd Trimester of Pregnancy, the 3
Trimester of Pregnancy and Postpartum

ineti Trimester of Trimester of
of total darunavir (n=17) (n=15) (6-
(mean + 12 Weeks)
standard deviation) (n=16)
Cmax, ng/mL 4964 + 1505 5132 + 1198 7310
+1704
AUC24h, nghimL 62289 + 16234 61112 £ 13790 92116
+29241
Cmin, ng/mL 1248 + 542 1075 + 594 1473
+1141

Due to an increase i the unbound fraction of darunavir during pregnancy compared to
postpartum, unbound darunavir exposures were less reduced during pregnancy as
compared to postpartum. Exposure reductions during pregnancy were greater for the
once dall regimen as compared to the twice daily regimen (see Figure 1),

Figure 1: Results c ison) of Total and
Unbound Darunavie After Adminstration of Darunaviirkonavi at 600/100 mg
00/100 mg Once Daily as Part of an Antiretroviral Regimen,
During the S and 3 Tomester of Pregnancy Compared to Postpartum

Legend: 90% CI: 90% confidence interval; GMR: geometric mean ratio. Sold vertical ine:
ratio of 1.0; dotted vertical ines: reference ines of 0.8 and 1.25.

Toocas Contiamlcations (4), Wornings and Precaution (5.5) and Drug Intractions
7).

Darunavir co-administered with ritonavir is an inhibitor of CYP3A, CYP2D6, and P-gp. Co-
administration of darunavir and ritonavir with drugs primarily metabolized by CYP3A and
CYP2D6, or are transported by P-gp, may resut in increased plasma concentrations of
such drugs, which could increase or prolong their therapeutic effect and adverse

Darunavir and ronavir are metabolzed by CYP34.n viro data ndicate that darunavir
strate. Drugs that induce CYP3A activity would be expect
increase the clearance of darunavir and ritonavi, resulting in lowered
concentrations of darunavir and ritonavir. Co-adminstration of darunavir and ritonavir
and other drugs that inl A or P-gp may decrease the clearance of darunavir and
ritonavir and may result in increased plasma concentrations of darunavir and rtonav.
Drug interaction studies were performed with darunavir and other drugs likely to be co-
adminstered and some drugs commonly used as probes for pharmacokinetic
interactions. The effects of co-administration of darunavir on the AUC, Cmax, and Crin
values are summarized in Table 15 (effect of other drugs on darunavir) and Table 16
(effect of darunavir on other drugs). For information regarding clinical
recommendations, see Drug nteractions (7).
Several interaction studies have been performed with a dose other than the
recommended dose of the co-administered drug or darunavi; however, the results are.
applicable to the recommended dose of the co-administered drug and/or darunavir.
Table 15:
Drug Interactions: Pharmacokinetic Parameters for Darunavir in the Presence of Co-
Administered Drugs

LS Mean ratio (90% Cl) of

Pharmacokinetic parameters

h/without co-
Dose/Schedule administered drug no
effect =1.00
Co-administered drug Co- Darunavir/ N PK
administered Drugritonavir Cmax  AUC Cmin
Co-administration with other HIV protease inhibitors
Atazanavir 300mg q.d. 400100mg 13 & 102 103 101
b, (0.9 (0.94- (088
109  112) 116
Indinavir 800 mg b.id. 400100mg 9 T 1 124
bid. (0.98- (109 (113
126  142)  182)
Lopinaviriritonavir 400/100 mg b.id. 1200100 mg 14 & 0.62
bid< (0.67- (053 (039
092) 073  083)
533133.3mg 1200 15 4
bid. mg bid< 0.59
(0.64-  (0.50- (038
0.97) 070)  0.52)
Saquinavir hard gel 1000 mg b.id 400100mg 14 1 083 074 058
capsule bid. (075 (0.63-  (047-
0.92) 086)  0.72)
c with other HIV.
Didanosine 400 mg q.0. 600/100mg 17 « 093 101 107
bid. (0.86-  (0.95 (095
1000 107)  121)
Efavirenz 600 mg q.d. 300/100mg 12 1 087
bid. (072 (075 (054
1000 101)  087)
Etravirine 200 mg b.id. 600/100mg 15 « 1. 115
bid. (L0 (105 (090-
122) 126  117)
Nevirapine 200 mg b.id. 400100mg 8 T 140° 1249 1020
bid. (114 (097 (079-
173 157) 132
Ripivirine 150 mg q.d 800/100mg 15 &  0.90 089 089
ad (081 (0.81- (068
1000 099 116
Tenofovir disoproxil 300 mg q.d. 300100mg 12t 1 121
fumarate bid. (0.94-  (0.95  (090-
142)  154) 169
Co-administration with other drugs
Secamaner umerane ° 50 0mg  600/100mg 14 @ 100 0.96 0.87
(6 doses 300, 5. 24,514 (093 (0.90-  (0.77-0.98)
36,48, and 107)  103)
60 hours)
Carbamazepine 200 mg b.id. 600100mg 16 «  1.04 0.99 085
bid. (093 (0.90-  (0.73-1.00)
116)  108)
Clarithromycin 500 mg b.id. 400100 mg 17 »  0.83 0.87 101
bid. 072 (075 (0.81-1.26)
096)  101)
Ketoconazole 200 mg b.id. 400100mg 14 T 121 142 173
bid. (L0a- (123 (139-219)
140)  165)
Omeprazole 20 mg q.d. 400100mg 16 » 102 1 1.08
bid. (095 (096 (093-125)
109)  113)
Paroxetine 20 mg q.d. 400100 mg 16« 7 1.02 107
bid. (0.92- (095 (0.96-1.19)



Pitavastatin amgad 800100 mg 27 &  1.06 1.03
ad (1.00- (095

112)  112)

Ranttidine 150 mg b.id. 400100 mg 16 & 0.96 0.95
bid. (0.89-  (090-

105 101

Rifabutin 150mgqode  600/100mg 11 1 142 157
bid. (2 (28

167)  193)

Sertraline 50 mg q.d. 400100 mg 13 » 101 0.98
bid. (089 (084-

114 114)

N = number of subjects with data

© The pharmacokinetic parameters of darunavir in this study were compared with the pharmacokinetic parameters folowing administration of darunavir/ritonavir

6001100 mg twice day.
9 Ratio based on between-study comparison,
©g.0.d = every other day

Table 16: Drug Interactions: Pharmacokinetic Parameters for Co-
Administered Drugs in the Presence of Darunavir/ritonavir

Dose/Schedule
drug

drug c Darunavir/
ritonavir
Co-administration with other HIV protease inhibitors

Atazanavir 300 mg q.d.2 400100 mg 13 &
/100 mg ritonavic bid. b

.. when administered alone

300 mg q.d. when
administered with darunavir/ ritonavir
Indinavir 800 mg b.Ld.
/100 mg ritonavic
b.i.d. when administered alone

400100mg 9 1
bid

800 mg b.id. when
administered with darunavir/ ritonavir
400/100 mg b.id.©

Lopinavir/ritonavir 1,200100m 14 «
gbid.

533/133.3 mg 1200mg 15 o
bid bid.

Saquinavir hard gel capsule 1,000 mg b.id. 400/100mg 12 e
/100 mg ritonavir b.id. when bid.
administered alone
1,000 mg b.i.d. when administered
with darunavi/ ritonavir

c with other HIV.
Didanosine 400 mg q.d. 600/100mg 17 e
id.

Dolutegravir 30mg q.d 600/100 mg 15 ¢
bid.

Dolutegravir 50 mg q.d. 600/100mg 9 ¢

b.id. with 200
mg b.id
etravirine

Efavirenz 600 mg q.d. 300/100mg 12 1
bid.

Etravirine 100 mg b.id. 600/100mg 14 ¢
bid.

Nevirapine 200 mg biid. 400100mg 8 1
bid.

Ripivirine 150 mg q.d. 800/100mg 14 T
ad

Tenofovir disoproxil fumarate 300 mg q.d 300/100mg 12
bid.

Maraviroc 150 mg b.id.

600/100 mg 12 1
bid.

600/100 mg 10 1
b.id. with 200
mg b
etravirine
Co-administration with other drugs

Atorvastatin 0 mg q.d. when administered alone 300/100 mg 15
bid.

10
administered with darunavir/ritonavic

Artemether 0 mg single dose 600/100mg 15 ¢
bid.

Dinydroartemisinin

Artemether artemether/ lumefantrine 80/480 mg 600/100 mg 15
Dinydroartemisinin Lumefantrine (6 doses at 0, 8, 24, 36, 48,and 60 b.id.

Buprenorphine/ Naloxone 82 mg to 16/4 mg q.d. 600/100 mg 17 e
bid.

Norbuprenorpl

Carbamazepine 200 mg biid. 600/100 mg 16 T
bid.
Carbamazepine epoxide 16
Clarithromycin 500 mg b.id. 4007100 mg 17 1
bid.
Dabigatran etexiate 150 mg 800/100mg 14 1
single dose
800/100mg 13 1
Dextromethorphan 30mg 600/100 mg 12 1
bid.
Dextrorphan
Digoxin 0.4 mg 600/100mg 8 1
Ethinyl estradiol (EE) Ortho-Novum 1/35 600/100mg 11 ¢
bid.

(35 g EE /1 mg NE)

Norethindrone (NE) 1
Ketoconazole 200 mg b.id. 400100 mg 15 1
bid.
R-Methadone 55-150 mg q.d. 600/100mg 16 ¢
bid.
Omeprazole 40 mg single dose. 12

600/100 mg
bid.

5-hydroxy omeprazole

Paroxetine 20mg q.d. 4007100 mg 16 ¢
bid.
Pitavastatin 4mgad 800/100 mg 27 4
Pravastatin 40 mg single dose. 600/100mg 14 1
b.id.
Rifabutin 150 mg q.0.d. 9 600/100 mg 11 1
‘when administered with darunavir  b.id. "

avir

300 mg q.d. when

25-0-desacety rifabutin administered alone 1
Sertraline 50 mg q.d. 4007100 mg 13 ¢
bid.
iidenafil 100 mg (single dose) administered  400/100 mg 16
alone bid.
25 mg (single dose) when
administered with darunavir/ riconavir
S-warfarin 10 mg single dose. 600/100 mg 12 ¢
bid.
7-OH-S-warfarin 121

no information avaiable

N = number of subjects with data;
2q.d. = once daly
©biid. = twice daly
< The pharmacokinetic parameters of lopinavir in this study were compared with the
pharmacokinetic parameters following administration of lopinavir/ritonavir 400/100 mg
twice day.
9 Noted as C or Ca in the dolutegravir U.S. prescribing information
© Ratio is for buprenorphine; mean Cax and AUC4 for naloxone were comparable
when buprenorphine/naloxone was administered with or without darunavir/ritonavir
7800/100 mg q.d. for 14 days before co-administered with dabigatran etexikte.

ry other day
" In comparison to rifabutin 300 mg once daiy.

12.4 Microbiology

Mechanism of Action

Darunavir is an inhibitor of the HIV-1 protease. It selectively inhibits the cleavage of HIV-
1 encoded Gag-Pol polyproteins in infected cels, thereby preventing the formation of
mature virus particles.

Darunavir exhibts activity against laboratory strains and cinical isolates of HIV-1 and
laboratory strains of HIV-2 in acutely infected T-cel lines, human peripheral blood
mononuclear cels and human monocytes/macrophages wi ian ECsp values
ranging from 1.2 to 8.5 nM (0.7 to 5 ng/mL). Darunavir demonstrates antiviral activity in

pharmacokinetic

N PK Cmax

NA
0.04
(0.90-0.99)
175
(1.28:237)

094
(0.76-1.16)

LS Mean ratio (90% Cl) of

meters

with/without darunavir

no effect =1.0

Auc

089 108
(0.78-1.01) (0.94-1.24)
1.08 123
(0.95-1.22) (1.06-1.42)
098 1.09
(0.78-1.22) (0.86-1.37)
111 109
(0.96-1.30) (0.96-1.24)

094 094
(0.78-113) (0.76-1.17)

084 091
(0.59-120) (0.75-1.10)

16 275 2,
(1.49-183) (2.46-3.08)
2
092¢  089¢ 0
(0.79-1.08) (0.78-1.02)

T o136 146
(1.06-1.74) (1.15-1.85)

143 145
(1.34-1.53) (1.35-1.57)

4046 0.46
(0.43-049) (0.44-0.49)

126 157
(1.03-1.54) (1.35-1.84)
164 172
(1212.23) (1.332.23)
122 118
(0.891.67) (0.901.53)
27 2.70
(1.59-3.26) (1.80-4.05)

L o087 096
(0.77-0.98) (0.90-1.03)

(0.89-1.48) (0.81-2.27)
0.68 056
(0.61-0.74) (0.50-0.63)

4 090 0.86
(0.83-097) (0.75-0.98)
211 312
(1.81-2.44) (2.65-3.68)
14.

076 084
(0.71-081) (0.78-091)
o

066 058
(0.48-0.90) (0.50-0.66)
093 oes
(071-121) (0.77-092)
64 3
(0.59-0.71) (0.56-0.66)
096 074
(0.84-1.09) (0.69-0.80)
(0.95-2:82) (123-2.66)
(0.55-0.93) (0.80-1.09)

T4 9.81
(4.04-5.63) (8.09-11.9)

056 051
(0.49-0.63) (0.46-0.58)
062 097
(0.55-0.70) (0.86-1.09)
0.92 079
(0.86-0.97) (0.73-0.85)

142 123
(1.24-1.63) (0.97-1.57)

Crnin

152
(099-
234)

225
(163
310

0.89 078 062

(0.83-0.97) (0.72:0.85) (0.56-

0.69)

088 075 0639

(0.78-1.00) (0.69-0.81) (0.52-

0.76)

115 121 17

(0.97-1.35) (1.08-1.36) (1.01-

1.36)

068 063 051

(0.57-0.82) (0.54-0.73) (0.44-

061)

118 127 a1

(1.02-1.37) (1.12-1.44) (120-

82)

179 230 78

(1.56-2.06) (1.98-2.67) (2.39-

324)

124 122 37

(1.08-1.42) (1.10-1.35) (1.19-

57)

229 4.05 00

(1.46-3.59) (2.94-5.59) (6.35-

10.1)

177 310 527

(1.202.60) (2.57-3.74) (4.51-

6.15)

056 085 81

(0.48-0.67) (0.76-0.97) (137-

2.40)

085 091 -
(0.68-1.05) (0.78-1.06)
. 112 -

(0.82-1.39) (0.96-1.30)

082 97

(0.61-1.11) (0.69-1.02) (0.90-

1.05)

L o082 082 00

(0.66-1.01) (0.74-0.91) (0.82-

22)

6

063
(0.55-
o

164
(148-
181)

7.1

2
(2

057)



cel culture against a broad panel of HIV-1 group M (A, B, C, D, E, F, G), and group O
primary isolates with ECsg values ranging from less than 0.1 to 4.3 M. The ECso value
of darunavi ncreases by a media factor of 5.4 th presence of uman serum,

Darunr o o show antsgonlsm when studed | combination wkh the P
ampeenavk, etzzanavk, hdhnavr. ophnavk, nefinau, rRonevk, saquinavk, or tpranaur,
TR NDRTS abacavi dcanosie, amirctabine, stavudine, tenofovir,

CARabing o tioviine, e NNRTS dokovran rihiine, chavkens, seavt me, or
nevkapine, and the fuson inhBRor enfuvitde

ol Culture: HIV-1 soates wth a decreased susceptby to darunavi have been
selected n cel cuture and obtained from subects treated with darunavir/itonavr.
Darunovi-resitant vis dered i cel e rom wla type HIV-L had 21- t0 86-fod
decreased susceptivity to darunavir and developed 2 to 4 of the following amino acid
substutions S37D, RALE/T, K55Q, HG9Q, KTOE, T745, V77, or 185V in the protease.
ction in cellculture of darunavr resistant HIV-L from nine HIV-1 strains harboring
multiple Pl resistance-associated mutations resuled In the overal emergence of 22
mutations in the protease gene, coding for amino acid substitutions L10F, V11, 113V,
115V, G16E, L231, V321, L33F, S37N, Ma6l, 147V, 150V, F53L, L63P, A71V, G738, LT6V,
V821, 188V, TO1A/S, and Q92R, of which L1OF, V321, LI3F, S37N, M4, 147V, 150V,
L63F, A7LY, nd 141 were the mostprevalert. These darurautresitont vuses hod t
least rotease substiutions and exhibited 50- to 641-fold decreases in darunavir
suscent\m\my i final ECspvaues ranging fom 125 0t t0 3461
Ciinical trais of vir/rtonavi n treatment-experienced subjects; In a pooled analysis
G 6001100 0 o mevirEonic e vy e of s THCI 14 G5, THELTA:
€202, TMC114-C215, and the control arms of etravirine trials TMC125-C206 and
TMC125-C216, the amino acid substitutions V321 and 154L or M developed most
requenty on darunukifRonar b 41 snd 25% respecve. of th restmene:
experknced subects who experienced ol alkre the by rebound o by never
beng Cubpresses ot than 20 copaamt). Oaner SubstRuion cha evel
frequenty n darunauvirtonavi viologi faure soaes occurred at amino aest posiions
VA, 15V, L33F, 7V, 150V, and LBOV. These amino ackl substtutons were associted
Wi decressod suscetilty to darunavi S05 of the roog are obe
reater than 7100 decreasé in susceptoity to darunav at falure. The medan
darunaui ghenotype (fod change fom reference) of the viaogi falure soies
fod ot baseineand 55 fod a ke Amio ocidsubsttutons were ko Sosenved n
e protecse clavege skos 1 1he Gop poproten of some darunmvionsus vrolgt
e Soates. In I TMCLL-Ca15 of treatment-experienced pedatric Subjects, the
amino acid substitutions V321, 154L and LB3M developed most frequently in virologic
on darunavi/ritonavr
n the 96-week as-treated analysis of the Phase 3 trial TMC114-C214, the percent of
Vrogk Takores it sUpprecacc, rebeunders and dcantimsed before achiewing
Suppression) was 1% (527298 the group of Subcs recehig darunauiTtonaue
6007100 mg twice daiy compared to 32% (96/297) of subjects receiving
lopmaveiTonovr 4001100 g twike day. Examinaton of scbecs who faled on
darunaviritonavir 600/100 mg twice daly and had post-baseline genotypes and

were associated with 59- to 839-fold decreased susceptibilty to darunavir at failur
Examination of indicual subjects who faied in the comparator ar on lapiavronai

101 or F, M46l or L, 147V or A, 154V and L76V. Of the 31
lopinavir/ritonavi virologic failure subjects, 14 had reduced susceptibilty (greater than
10-fold) to lopinavir at baseline.

-week analysis of the Phase 3 trial TMC114-C229, the number of virologic
failures (including those who discontinued before suppression ater Week 4) was 26%
(75/294) in the group of subjects receiving darunavi/ritonavir 800/100 mg once daily
compared to 19% (56/296) of subjects receiving darunavir/ritonavir 600/100 mg twice
daily. Examination of isolates from subjects who failed on darunavir/ritonavir 800/100
mg once daly and had post- baseline genotypes showed that 8 subjects (8/60; 13%)
had isolates that developed IAS-USA defined P! resistance-associated substitutions.

0 5 subjects (5/39; 13%) on darunavir/ritonavir 600/100 mg twice dail

Isolates from 2 subjects developed P! resistance associated substitutions associated
with decreased susceptibilty to darunavi; 1 subject isolate in the darunavi/ritonavir
800/100 mg once daiy arm, developed substitutions V321, Md6l, L76V and 84V
associated with a 24-fold decreased susceptibiity to darunavir, and 1 subject isolate in
the darunavir/ritonavir 600/100 mg twice daiy arm developed substitutions L33F and
150V associated with a 40-fold decreased susceptibiity to darunavr.
darunavirritonavir 800/100 mg once daiy and darunavi/ritonavir 600/100 mg twice daily
groups obtes from 7 (7/60; 12%) and 4 (4/42; 10%) virologc faures, respectivly
developed decreased susceptibilty to an NRTI included in the treatment regime

Ciinical trials of darunavir/ritonavir in treatment-naive subjects: In the 192-week as-
treated analysis censoring those who discontinued before Week 4 of the Phase 3 trial

TMC114-C211, the percentage of virologic failures (never suppressed, rebounders and
efore 2

receiving darunavir/ritonavir 800/100 mg once daiy compared to 20% (76/263) of
sublects recelvig ophaurrkonavk 8007200 mo per day. In the darunavirtonavk arm,
emergent Pl resistance- associated substitutions were dentif of the virologic
fakres wth post-baselne genotypi cata n ver, none of the darunavr
virologic failures had a decrease in darunavir susceptivity (greater than 7-fold change)
o fallre, I the comporatar IpNAVKIFEONVE arm, emeroenk I resStance.2sSocated
substiutions were dentriedn 17 of th veologic falures “Weh post. baseine genotypic
3), but none of the lopinavirritonavir virologic failures had dec
suscepummym lopinavir (greater than 10 fold change) at failure. The re'vers
trenscritase M6V substiuton endior resktance o emtrtabine
included in the fixed background regimen, was identiied in 4 virologic res from the
darunaviirkonavir arm and 7 Viologk fakres in the lopinavitonavi arm

Crosauresistance among Pls has been observed. Darunavi has a ess than 10-f0k
decreased susceptibiy i cel cuture against 90% of 3309 clnical sobtes resistant to

amprenavi, atazanavir, indinavir, lopinavir, nefinavir, ritonavir, saquinavir an

Totanaui Showing that v use resitant 1o thest b remain SuscEptie to darunavi

Darunavir-resistant viruses were not susceptible to amprenavr, atazanavir, indinavir,
lopinewk; nefinaur, rkaneuk or ssquinev e cuture However sk of ine derunaut-
resitant viuses selected b cellcuRure from PLresistant vuses showed a ol change
in ECso values lss than 3 for Spranave, dicatve of imted cross resistance betu
Garunus and tpranade. I tria THC114. 503, ‘and THCL14-Co15,
34% (64/187) of subjects i the Saninavk [honavt arm whose baseine oes
had decreased susceptbilty to tipranavir (tipranavir fold change greater than 3)
achieved less than 50 copies/mL serum HIV-1 RNA levels at Week 96. Of the viruses.
isolated from subjects experiencing virologic failure on darunavir ritonavir 600/100 mg
twice day (greater than 7-fold change), 41% were stil susceptible to tipranavir and 10%
Were susceptil t saquinavi whie ess than 2% were susceptbe to the ather protesse
inhibitors (amprenavir, atazanavir, indinavir, lopinavi or neffinavir).
It THCI 1A Cote, the 7 darunon wir/ritonavir virologc failures with reduced
susceptibiity to darunavir at failure were also resistant to the approved Pls.
(fos)amprenavir, atazanavir, lopinavir, indinavir, and neffinavir at failure. Six of these 7
were resistant to saquinavir and 5 were resistant to tipranavir. Four of these virologic
failures were already Pl-resistant at baseine.
Cross-resistance between darunavir and nucleoside/nucleotide reverse transcriptase
inhibitors, non-nucleoside reverse transcriptase inhibitors, fusion inhibitors, CCRS co-
receptor antagonists, or ntegrase inhibitors is unlikely because the viral targets are
different

Baseine irologic Out s
typic andjor phenotypic analysis of baseline virus may aid in determining darunavir

e findings were confirmed
Wk adanal enatyplc n phenotypl da o th conirol s of etrauline tri
TMC125-C206 and TMC125-C216 at Week 24 (n:
Diminkhad viiglc responses were abeérvad 1 ublects with 5 or more baselne IAS-
defined primary protease inhibitor resistance-associated substitutions (D3ON, V32,
L33F, MAI/L, I47AN, GA8V, ISOLV, I54L/M, LT6V, VB2AJF/L/S/T, 184V, N8BS, LIOM) (see
)

Table 17: Responsa to darunmviritonavk G0/L00 mg Twice Daly by Basetine

er Primary PI As-
treated Analysis of Trials TMC114-C213, TMC114-C202, and TMC114-C215

# s delmed Proportion of subjects with <50 copies/mL at
eek 96 N=43!

prim:
e betutions Overall  denovoENF  Re-used/No ENF
Al 44% (192/439)  54%(61/112)  40% (131/327)
0-a 50% (162/322)  58% (49/85) 48% (113/237)

5 22% (16/74) 7% (919) 13% (7/55)

26 9% (3/32) 17% (1/6) 8% (2/26)

1AS Primary P Substitutions (2008): D30N, V321, L33F, MA6I/L, 147AN, G48V, ISOL,
154L/M, L76V, VB2AIF/LISIT, 184V, N8BS, LIOM
The presenceat baselne of two or more of the substtutions VL1, V321, L33F, 47,
150V, 154L or M, T74P, L76V, 184V or LBOV was associated with a decreased virologic
TeSpaNSe 1 darunaviTRoGVF, In SUBIECtS not taking enfuvkile ce novo, the
proportion of subjects achieving viral oad less than 50 plasma HIV-1 RNA copies/mL at
6 weeks was 59%, 29%, and 12% when the baseine genotype had 0-1, 2 and greater
than or equal to 3 of these substitutions, respectiv
Baselne darunavk phenotype (st n susceptbity reatv to referancel was shown to
beapr  factor of virologic outcome. Response rates assessed by baseir
caramor Dhsnolype are shown i Table 18. These baselne phenotype groups are based
on the sekct patent populations i the trias TMCL14-C213, TMCL14.C202,and THC114-
CB15, and are nok meant t represen defintve cincal sus:emwbl\rty breakpoints
darunaviritonavir. The data are provided to give clinicians information on the einood
of virologic success based on pre-treatment susceptibity to darunavi.

Table 18: Response (HIV.1 RNA <50 coples/mL at Week 96) to
darunavic/rconave sna/mo mg Twice Daly b
i

notype. afwirtate: As-troated Analyss o
s TMC114°C213, TMC114-C203, and TMC114.C215

Baseline Proportion of subjects with <50 copies/mL at
DRV phenotype Week 96 N=41'
Al

Re-used/No ENF

Overall 175417 (42%)  61/112 (54%) 131327 (40%)
0-7 1481270 (55%)  44/65 (68%) 104205 (51%)
>7-20 16/53 (30%) /17 (41%) 9736 (25%)
>20 11/94 (12%) 6/23 (26%) 5/71 (7%)

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiiity

Carcinogenesis and Mutagenesis

Darunavir was evaluated for carcinogenic potential by oral gavage administration to mice

2nd ats up to 104 weeks; Daiy doses of 150, 450 and 1,000 gy were adinstered

ice and doses of 50, 150 and 500 mg/kg was administered to rats.

Icresse i the ncdence of epstocehr adenomas and carcnomas were nbserved in

males and femaes of both species as wel as an increase in thyroid follicular c

adenomas n maierats, e bserved hepatocehiar fndings i rodents aremnsmerea
be of Imited relevance to humans. Repeated administration of darunavir to r

Coused hepatkc microsomal enyme induction and ncreased Ehyrokl Rormone.

lminaton, which predispose fts, but not humans, t thyrokl neopass. At the

ghest tested doses, the systemic exposures fo darunar (based on AUC) wer

Detween 0.4 and 07101 (mice) and 0.7 and 1ol (rate. retie to those abserved in

umans at the recommended therapeutc doses (600/100 mg twice daly or 800/100 mg

once daiy).

Daruniv was not mutagenc or genotoxkcn » battry o n viro and i vvo sssays

includin

mphocytes and in vive micranucleus et mice

Impairment of Fertiity

No effects on fertity or early embryonic development were observed with darunavir in

rats.

14 CLINICAL STUDIES.

14.1 Description of Adult Clinical Trials

“The evidence of efficacy of darunavirritonavir is based on the analyses of 192-week
data from a randomized, controlld open-label Phase 3 trial n treatment-naive (TMC114-
C211) HIV-L-infected adult subjects and 96-week data from a randomized, controlid,
Gpenabel Phase 3 il antieirovtl tretment experinced (MC1L4.C214) HIV-
infected aduk subjects. In addiion, 96-week data are included from 2 randomized,
controlkd Phase 2b trias, TMC114-C213 and TMC114-C202, in antiretroviral treatment-




experienced HIV-L-infected adult subjects.

14.2 Treatment-Naive Adult Subjects

TMCLL: s a randomized, controlled, open-iabel Phase 3 trial comparing
darunavirritonavir 800/100 mg once dally versus lopinavir/ritonavir 800/200 mg per day
(given as a twice daily or as a once daly regimen) in antiretroviral treatment-naive HIV-1-
infected adult subjects. Both arms used a fixed background regimen consisting of
tenofovir disoproxi fumarate 300 mg once daly (TDF) and emtricitabine 200 mg once
daily (FTC).

HIV-L-infected subjects who were efgible for this trial had plasma HIV-1 RNA greater
than or equal to 5000 copies/mL. Randomization was stratfied by screening plasma viral
Iozad (HIV-1 RNA less than 100,000 copies/m. or greater than or equal to 100,000
copies/mL) and screening CDA'+ cel count (less than 200 cels/mm or greater than or
equal to 200 celi/mm3). Virologic response was defined as a confirmed piasm

RNA vial load less than 50 coples/mL. Analyses included 689 subjects in trial TMC114-
€211 who had completed 192 weeks ofreatment o dscontiued carler.

Demographics and baseline characteristics were balanced between t

otV RonavE o and he eVt fonawt f ek Tabi 10) Tabke 19 compares
the demographic and baseline characterlstics between subjects in the darunavirritonavic
800/100 mg once daly arm and subjects in the lopinavir/itonavir 800/200 mg per day
arm in trial TMC114-C211

Table 19:  Demographic and Baseline Characteristics of Subjects in
Trial TMC114-C211

lopinavir/ritonavir 800/200
Darunavir/ritonavir  mg per day + TDF/FTC

Demographic characteristics
Median age (years) 34(18-70) 33(19-68)
(range, years)

Sex

Male 70% 70%
Female 30% 30%

Race

White 40% 5%

Black 23% 21%

Hispanic 23% 2%

Asian 13% 1%

Baseline characteristics
Mean baseline plasma HIV-

1 RNA (log 1gcopies/mL) 486 484
Median ~ baseline
o4+ cel 228(4750) 218 (2-714)

count (cells/mm?)
(range, cels/mm?)
Percentage of patients
ith baselne viral load 3a% 35%
2100,000 copies/mL
Percentage of patients
with baseline CD4+ cell 1% 3%
count <200 cels/mm3

FTC=emtricitabine; TOF=tenofovir disoproxil fumarate
Week 192 outcomes for subjects on darunavir/ritonavir 800/100 mg once daly from trial
TMC114-C211 are shown in Table 20

Table 20:  Virologic Outcome of Randomized Treatment of Trial TMC114-
€211 at 192 Weeks

Darunavir/ritonavir 800/100lopinavir/ritonavir 800/200
‘mg once daily + TDF/FTC  mg per day + TDF/FTC
N=343 =346

Virologic success 70% 61%
HIV-1 RNA
<50 copies/mL
Virologic faiure ® 12% 15%
o Wolsgic duta ot

window ©
Renton
Discontinued trial 5% 13%
due to adver
event or death ¢
Discontinued trial 13% 12%
for other reasons ©
Missing data during <1% 0%

window but on trial

N = total number of subjects with data; FTC=emtricitabine; TDF=tenofovir disoproxil fumarate
295% CI: 1.9;16.1

b

Includes patients who discontinued prior to Week 192 for lack or loss of efficacy and patients who are 250 copies in the 192-
week window and patients who had a change in their background regimen that was not permitted by the protocol.

©Window 186-198 Weeks.

9 Includes patients who discontinued due to adverse event or death at any time point
from Day 1 through the time window if this resuled in no virologic data on treatment
during the specified window.

e Other includes: withdrew consent, loss to folow-up, etc., if
the viralload at the time of discontinuation was <50 copies/mL.
In trial TMC114-C211 at 192 weeks of treatment, the median increase from baseine in
CD4+ cell counts was 258 cells/mm3 in the derunavklrkonauk 8007100 mg once daly
arm and 263 cels/mms in the lopinavir/ritonavir 800/200 mg per day arm. Of the
darunavirtonavi subjects with 3 confrmed virologi Tesponbe of 250 copes/mL at

, 81% remained undetectable at 192 versus 68% with lopinavir/ritonavir.
e 102 week anilysk, Satistca superiorty of he darunavkFEonav regmen over
the lopinavir/ritonavi regimen was demonstrated for both ITT and OP populations.

14.3 Treatment-Experienced Adult Subjects
TMC114.C220
TMC114-C229 is a randomized, open-label trial comparing darunavir/ritonavir 800/100
mg once daiy o darunavirtonavi 6007100 mg twice day n treatment-experienced
HIV-L-infected patients with screening genotype resistance test showing no darunavir
resistance associated substitutions (e. V111, V321, L33F, 147V, IS0V, IS4L, I54M, T74P,
L76V, 184V, L89V) and a screening viral load of greater than 1,000 HIV-1 RNA
copies/mL. Both arms used an optimized background regimen consisting of greater
than or equal to 2 NRTIs selected by the investigator.

HIV-L-infected subjects who were eligiole for this trial were on a highly active
antiretroviral therapy regimen (HAART) for at least 12 weeks. Virologic response was.
defined as a confirmed plasma HIV-1 RNA viral load less than 50 copies/mL. Analyses
included 590 subjects who had completed 48 weeks of treatment or discontinued

earler.

Table 21 compares the demographic and baseline characteristics between subjects in
the darunavir/ritonavir 800/100 mg once daiy arm and subjects in the darunavi/ritonavir
S001100 mg twe daly orm b tri TMC1.14.C225. No nleences between the 2 orms

Demographic and Baseline Characteristics of Subjects in
ool THC114:C725

mg once daily 600/100 mg twice
+ OBR N=294 ity + OBR

N=296
Demographic characteristics

Median age (years) 40 (18-70) 40 (18-77)
(range, years)

Sex

Male 61% 67%

Female 39% 33%

Race

White 35% 37%

Black 28% 24%

Hpanic 16% 20%
si 16% 14%

Baseline characteristics

Mean baseline plasma HIV-1 419 413

RNA (logs0 copies/mL

Median baseline CD4+ cel

count (cells/mm?) (range, 219 (24-1306) 236 (44-864)
cels/mm3)

patients  with 13% 1%
viral load

100,000 copies/mL
Percentage of _patients

with baseine CDA+ 3% 39%
cel count
<200 cells/mm
Median darunavi fold 050(01-1.9)
change (r

edian numb
of resistance-associated b
Pl mutations 3 4
NNRTI mutations 2 1
NRTI mutations 1 1
Percentage of subjects
susceptible to al avaiable PIs 88% 86%
at baselne
Percentage of subjects with
number of
baselne primry protease
Dhbtor mtatons

84% 84%

H 8% %
2 5% %
=3 3% 2%
Median number of ARVS
previously used ©

RTIS 3 3
NNRTIs 1 1
Pis (excluding low- 1 1

dose ritonavir)

0BR=optimized background regimen
2 Based on phenotype (Antivirogram®),

® Johnson VA, Brun-

Vézinet F, Clotet B, et al. Update of the drug resistance mutations in HIV-
1: December 2008. Top HIV Med 2008; 16(5): 138-145

<Only counting ARVS, excluding low-dose ritonavir
Week 48 outcomes for subjects on darunavi/ritonavir 800/100 mg once daly from trial
TMC114-C229 are shown in Table 22

Table 22:  Virologic Outcome of Randomized Treatment of Trial TMC114-
€229 at 48 Weeks

600/100
mg once daily mg twice daily
+ OBR N=294 + OBR N=296

Virologic success
HIV-1 RNA
<50 copies/mL
Virologic faiure 2 26% 23%
No vrlogi data

eek
2 wndow®

Discontinued trial 3% 4%

Discontinued trial 2% 3%



for other reasons ¢
ing data

during window
© but on trial

N = total number of subjects with data; OBR=optimized background regimen

nchudes patients who discontinued prior to Week 48 for lack or loss of efficacy, patients who are 250 copies in the 4
indow, patients who had a change in their background regimen that was not permitted in the protocol (Brovided the swich occurred before the earlet onset of an AE leading to permanent stop of trial medication) and patients who discontinued for reasons other than AEs/death and lack or loss of efficacy (provided their last available viral load was detectable (HIV RNA =50 copies/mL).
b Window 42-54 Weeks
Patients who discontinued due to adverse event or death at any time point from Day 1 through the time window f this resulted in no virologic
ta on treatment during the specified window.

9 Other includes: withdrew consent, loss to follow-
Up, etc., I the viral load at the time of discontinuation was <50 copies/mL.

The mean increase from baseline in CD4-+ cel counts was comparable for
et e (108 calom and 112 c i/ B the aaruneviisonevs 8001100
mg once daly arm and the darunavi/ritonavir 600/100 mg twice daiy arm, respectively).
IMC114-C214

TMC114-C214 is a randomized, controlled, open-label Phase 3 trial comparing
darunavir/ritonavir 600/100 mg twice daly versus lopinavi/ritonavir 400/100 mg twice
daily in adult
Sublects. Both arms used an optimized background regimen consisting of at least 2
antiretrovirais (NRTIS with or without NNRTIs).

-infected sublects who were elgible for this tral had piasma HIV-1 RNA greater
than 1,000 copies/mL and were on a highly regimen
(HAART) for at least 12 weeks. Virologic response was defined as a confirmed plasma
HIV-1 RNA viral load less than 400 copies/mL. Analyses included 595 subjects in trial

IC114-C214 who had completed 96 weeks of treatment or discontinued earler.
Demographics and baseline characteristics were balanced between the
darunavirritonavir arm and the lopinavir/ritonavir arm (see Table 23). Table 23 compares
the demographic and baseline characteristics between subjects in the darunavirritonavir
600/100 mg twice daly arm and subjects in the lopinavir/ritonavir 400/100 mg twice daily
arm in trial TMC114-C214.

Table 23: Damﬂyraphx and Baseline Characteristics of Subjects in
el THE114/CTe

Darunavir/ritonavir 600/100lopinavir/ritonavir 400/100
mg twice daily + OBR  mg twice daily + OBR
7

Demographic characteristics

Median age (years) (range, years) 40 (18-68) 41(22-76)
Sex
Male 77% 81%
Female 23% 19%
Race
White 54% 57%
Black 18% 17%
Hispanic 15% 15%
Asian 9% 9%
Baseline characteristics
Mean baseline plasma HIV-1 RNA (log;0 copies/mL) 433 428
Median baseline CD4+ cel count (cels/mm?) (range,
cells/mm3) 235 (3-831) 230 (2-1096)
Percentage of patients with baselne viralload

=100,000 copies/mL 19% 17%
Percentage of patients with baseine CD4+ cel

a0% a0%

<200 cells/mm3
Median darunavi fold change (range) 0.60 (0.10-37.40) 060 (0.1-43.8)
Median lopinavir fold change (range) 0.70 (0.40-74.40) 080 (0.30-74.50)
Median number of resistance-associated 3:
Pl mutations 4 4
NNRT mutations. 1 1
NRTI mutations 2 2
Percentage of subjects with number of baseline primary
protease inhibitor mutations 2:
=1 78% 80%
2 8% 9%
=3 13% 1%
Median number of ARV previously used b:
NRTs 4 4
NNRTIS 1 1
Pls (excluding low-dose ritonavir) 1 1

ercentage of subjects resistant ¢ to all avaable 9Pl at
baseline, excluding darunavir 2% 3%

OBR=optimized background regimen

2 Johnson VA, Brun-
Vezinet F, Clotet B, et al. Update of the drug resistance mutations in HIV-
1 Fall 2006. Top HIV Med 2006; 14(3): 125-130

b Only counting ARV, excluding low-dose ritonavir
< Based on phenotype (Antivirogram®).

4 Commercially available Pls at the time of trial enroliment
Wesk 96 outcomes fo sublects on derunaviirtonavk 6007100 mg tulce dly from tril
TMC114-C214 are shown in Table

Table 2 Virologic Outcome of Randomized Treatment of Trial TMC114-
€214 at 96 Weeks

Darunavir /ritonavir 600/100lopinavir/ritonavir 400/100
mg twice daily + OBR  mg twice daily + OBR
N=208 =

Virologic success 58%
HILLRNA

<50 c
Vrologe e s 26% 33%

No virologic data at
Week 96 window

Discontinued trial 7% 8%

issing data during 19% <1%
window b but on
trial

N = total number of subjects with data; OBR=optimized background regimen
# Includes patients who discontinued prior to Week 96 for lack or loss of efficacy and patients who are =50 copies in the 96-
week window and patients who had a change in their OBR that was not permitted by

the protocol

© Window 90-102 Weeks.

© Includes patients who discontinued due to adverse event or death at any time point from Day 1 through the time window f this resulted in no virologic
data on treatment uumng the specified window.

Qther incudes: wkhdrew consent, oss o folow-up. ez ¥ the veal
load at the time uv discontinuation was <50 copies/mi

In trial TMC114-C214 at 96 weeks of treatment, the median increase from baseline in
D4+ cell counts was 81 cels/mm? in the darunavir/rtonavir 600/100 mg _twice.
daly arm and 93 cell/mm? in the lopinavir/ritonavir 400/100 mg twice daiy arm.
M.
THCIL4.CE13 and HCLLA 202 rerendomized, <ontroled, prase 20 vl b odut
subjects with a high level of Pl ded,
ar g pat o Serand o e o 1w oot TG 1
darunavir/ritonavir received the recommended dose of 600/100 mg twice da
HIV-Linfected subjects who were eigible for these trias had piasma HIV-1 RNA greater
than 1,000 copiesmi. had prior treatment wth Pis). NNRTI() and NRTIs). had t et
one primary PI mutation (D30N, M4GI/L, G48V., ISOL/V, VB2AJFISIT, 184V, L9OM) at
erebningrand were on'a atab P-conianing regimer atscrearing for St eatt & weeks
Randomization was stratified by the number of PI mutations, screening viral load, and
the use of enfuvirtide,

e virologc response rate was evaluated in subjects receiving darunavir/ritonavir plus
an OBR versus a control group receiving an investigator-selected PI(s) regimen plus an
OBR. Prior to randomization, PI(s) and OBR were selected by the investigator based on
genotypic resistance testing and prior ARV history. The OBR consisted of at least 2

RTIs with or without enfuvirtide. Selected PI(s) in the control arm included: lopinavir in
36%, fos)amprenavk i 34% saquinavk n 35% snd stazanavk n 17%; 8% of control
subjects received a ritonavir boosted PI regimen out of which 23% of control subjects
Soeh dva baosid e, Abproxmarcy 475 of al subjcts used enfuvirtide, and 35% of

. Virologic response was
Gecresse I pista HIV-L ANA viral ad of ot kost 1 ogno versus baselne.

e pooled analysis for TMC114-C213 and TMC114-C202, demographics and baseline
characteristics were balanced between the darunavir/ritonavir arm and the comparator
Pl arm (see Table 25). Table 25 compares the demographic and baseline characteristics
between subjects in the darunavirritonavir 600/100 mg twice daly arm and subjects in
the comparator Pl arm in the pooled analysis of trials TMC114-C213 and TMC114-C202,

Table 25: _ Demographic and Baseline Characteristics of Subjects in
the Trials TMC114-C213 and TMC114-C202 (Pooled Analysis)

Darunavkritonmk 600/100Comparstor
PI(s) + OBR
oBnN-13]

N=124
Demographic characteristics
Median age (years) (range, years) 43 (27-73) 44 (25-65)
Sex
Male 89% 88%
Female 1% 12%
Race
White 81% 73%
Black 10% 15%
Hispanic 7% 8%
Baseline characteristics
Mean baseline plasma HIV-1 RNA 461 4.49
(Iogy0 copies/mL)
Median baseline CD4+ cel count
(cels/mm?) (range, cels/mm?) 153 (3-776) 163 (3-
1274)

Percentage of patients with baseline viral load
>100,000 copies/mL. 24% 29%
Percentage of patients with baseine
D4+ cell count 67% 58%
<200 cells/mm:
Median darunavir fokd change a3 33
Median number of resistance-associated
Pl mutations 12 12
NNRTI mutations. 1 1
NRT! mutations H 5
Percentage of subjects with number of
baseline primary protease inhibitor mutations
s1 8% 9%
2 22% 21%

70% 70%
Meman number of ARVS previously used b:

6 6
s 1 1
Pls (excluding low-dose ritonavir) 5 5
Percentage of subjects resistant © to all
avalable © Pis at baseline, excluding tipranavir 63% 61%
jarunavir

Percentage of subjects with prior use 20% 17%

of enfuvirtide

OBR=optimized background regimen

2 Johnson VA, Brun-Vezinet F, Clotet B, et al. Update of the drug resistance mutations in
HIV-1: Fall 2006. 1Top HIV Med 2006; 14(3): 125-130

bBased on phenotype (Antivirogram®),
© Commerciall avalable PIs at the time of trial enroliment



Week 96 outcomes for subjects on the recommended dose darunavir/rtonavir 600/100
mg twice daily from the pooled trials TMC114-C213 and TMC114-C202 are shown in
26

6 Dutcomes of Randomized Treatment Through Week 96 of
e rrais THCLIAC313"" and TMCL16.C203 (Pocied Analysis

Randomized trials TMC114-C213
and TMC114-C202

Darunavirrikonavir 600/100 Comparator

mg twice dally + Pi(s) + OBR

31
N=124

Vioboge responders confimed 57% (39%) 10% (9%)
at least 1 logo HIV-1 RNA
Sateine throson Wk 96 (250
copls/mi.at Week 96)
Viologic failure 20% 80%
Lack of ki response 8% 53%
Rebounder b 17% 19%
Never suppressed ¢ % 8%
Death or mscontmuznnn dueto 9% 3%
adverse ever
Sicontimiaton dueto 5% 7%

other reasons.

OBR=optimized background regimen
2 Subjcts who did not achieveatlast a confimed 0.5 ogio HIV-1 RNA drop rom
baseline at Week 1
© Subjects with an inital response {confirmed 1 gy drop in ial load), but wihout a
confirmed 1 log1 drop in viral load at Week 9t
©Subjects who never reached a confirmed 1 \ngw drop in viralload before Week 96
In the pooled triais TMC114-C213 and TMC114-C202 through 48 weeks of treatment,

par
55.0% and 14.5% respectively. In addiion. the mean changes i plasma HIV-1 RNA
from baseline were - 1.69 logq copies/mL in the arm receiving darunavir/ritonavir
6007100 mg twice dely and - 037 ogao copnes/mL for the comparator P o, The mesn

increase from baseline in CD4+ cell counts was e arm re
Gttt 680100 mg twice daily (103 el thon e Comparator Pl
arm (17 cels/mm3).

14.4 Pediatric Patients

The rofie, safety an
cvaliated 3 randorsed, open Boel Cmicenter St

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

‘The 80 randomized pediatric subjects had a median age of 14 (range 6 to less than 18
years), and were 71% male, 54% Caucasian, 30% Black, 9% Hispanic and 8% other. The
mean baseline plasma HIV-1 RNA was 4.64 10910 copies/mL, and the median baseline
CDa+ cell count was 330 cells/mm? (range: 6 to 1505 celis/mm3). Overal, 38% of
pediatric subjects had baseine plasma HIV-1 RNA =100,000 copies/mL. Most pediatric
Subjects (73%) hc previous use of a lesst one NNRTI and 965% of pedtrc sCbects

ad previously used at least one.
Seventy-seven pediatric subjects (S6%) completed the 24-week period. Of the patients
who discontinued, one patient discontinued treatment due to an adverse event. An
iona 2 palnis discantinued for other reasons, one paten. e o complanice nd
another patient due to
‘The proportion of Dedlalnc Ublocts with HIV-1 RNA lss than 400 coples/mL and less
than 50 coplesimL was 64% and 50% respectivey. The mean ncrease n CD4+ cel
count ¢ fmm baselne as 117 cols/m
M

Treshoe experlenced pediatric subjects between the ages of 3 and less than 6 years
2nd weighing greater than or equalto 10 kg to ess than 20 kg received darunavi oral
suspension wih rkanavi ral sobtln s backoound therapy consistng of o las

e non. poteste mribtor antrtrovial aroge. Twenty-one cubject received t
eaet one dose of arametonur
The 21 subjects had 2 median oge of 4.4 years (range 3 tokess than 6 years), and were
48 % 29%, Caucasian and
pasrma. HIVA s log10 copies/mL, the nedon b COAY cot (oun(wes 527
506 celsL(range: 206 to 3,428 x 105 celot) and the el baseine D4,
percentage was 27.7% (range: 15.6% to SL1%). Overal, 2% of sublcts o a  baseine

:sma HIV-1 RNA greater than or equal to 100,000 copies/mL. All subjects had

grea[ev thonor eacaiio 3 NRTIS, 6535 of subjects had used greater than or equa\m 1
ANRT] and 76% had previoush used o eest ane HIV P
‘Twenty subjects (95%) compl ¢ 48 week period. One subjct prematurey
dcontinued treatment due 1o vomtmg assessed as related to riton:
The proporton of Subects with HIV-1 ANA ess than 50 Caples/mL at Week 48 was 71%.
‘The mean increase in CD4+ percentage from baseline was 4%. The mean change in
CDa+ cell count from baseline was 187 x 106 cels/L.
TMC114-C230

Treatment-naive pediatric subjects between the ages of 12 and less than 18 years and
weighing at least 40 kg received the adult recommended dose of darunavir/rtonavir
8007100 mg ance daby phis background therapy consistng of at last two non-protease
inhibitor antiretroviral
The 12 randomized pedatic subjects hac a median age of 14.4 years (range 1261
rs) and were 33.3% mae, 98.3% Caucasian and 41.75% Black. The mes

baselne plsma HIV-1 RNA was 4,72 0910 Copks/mL. and the medan baseine CDA-+ cel

cels/mm (range: 204 1 S15 cels/mrm) Overal 81.7% ofpedetrc
subjects had baseline plasma HIV-1 RNA =100,000 copies
Al subjects completed the 48 week treatment period.
The proportion of sublcts wkh HIV-1 RNA ess than 50 coples/mi. and ess than 400
coples/mL was 83 3% and 91.7%, respectively. The mean increase in CD4+ cell count
o bascine woe 221 108 i

16 HOW SUPPLIED/STORAGE AND HANDLING

Darunavir 800 mg tablets are supplied as brown colored, ovak-shaped, fiim-coated
tablets debossed with “M" on one side and “800" on the other side.

NDC: 71335-2611-1: 15 Tablets in a bottk.

Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° to 30°C (59° to
86°F) [see USP Controlled Room Temperature.
Keep darunavir tablets out of reach of chidren.

Repackaged/Relabeled by:
Bryant Ranch Prepack
Burbank, CA 91504

17 PATIENT COUNSELING INFORMATION

{Adus the patient to read the FOA-approved patien abeing (Patient nformaton and

Instruction for

Incinustions for Use

Advss paterts o take dsrunevirand rkonavr w food every day on a regulr doshg

schedule, as missed doses can result in development of resistance. Darunavir must

ainays b US€d weh rkonavir n combination wih other antretrowiral rugs, Advise
atients not to ater the dose of elther darunavi or ritonavir, discontinue ritonavr, or

discontinue therapy with darunavinwithout consuking their physician [see Dosage and

Administration (2)].

Inform patens that drug-induced hepatk (&g, acute hepatkis YOt hepatts) has
been reported with darunavir co-administered with 100 mg of ritonavir. Advise patients
about the igns and symptoms o Iver problems [see Warnings and Precautions (5.2)]
Severe Skin

Toformm patiénts that Skin reactons ranging from mid to severe, nchuding Stevens-
Johnson Syndrome, drug rash with eosinophiia and systemic symptoms, and toxic
epidermal necrolysis, have been reported with darunavir co-administered with 100 mg of
ritonavi. Advise patients to discontinue darunavir/ritonavir imm

symptoms of severeskh resctons develop, Tese can inclde but are ot kked to
severe rash or rash accompanied with fever, general malaise, fatigue, muscle or joint
aches, bisters,orallesions, conkinctits, Repatis andlor sosophia [see Warrngs
and Precautions (5.3)].

Drug nteractiont

Darunavirfritonavir may interact with many drugs; therefore, advise patients to report to
their heakthcare provider the use of any other prescription or nonprescription
medication or herbal products, including St. John's wort [see Contraindications (4),
Wermings and Precautions (5.4, 3.5) and Drig Interactons (1),

Instruct paints receivng combined hormanalcontracepton of the progestin ony il to
use an effective akternative (non-hormona) contraceptive method or 2dd @ bar
it the sy i Gara FRonaoF DecautE houmanl v iy dereass
[see Drug Interactions (7.3) and Use in Specifc Populations (8.3)1.
Fat Redistribution
Infom patets tha reditrbutin o accumuation o body ot may occur i patents
receiving antiretroviral therapy. including darunavir/itonavir, and that the cause and
ong ke neakh aifects of et condons are o known o 1 tme (568 Wermngs
and Precautions (57).
i
Advlse Satonts o Ffor ther heakhcare povider immedatel of any symptoms of
ction, as in some patients with advanced HIV infection (AIDS), signs and symptoms
« ammation from preveus nfections may accur soon after anthHIY &reatment &
arted [see Warnings and Precautions (5.8)]

Inform patients that there is an antiretroviral pregnancy registry to monitor fetal
outcomes of pregnant women exposed to darunavi [see Use in Specific Populations
(8.1

Instruct women with HIV-1 infection not to breastfeed because HIV-1 can be passed to
the baby in breast mik [see Use in Specifc Populations (8.2)]
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PATIENT INFORMATION

DARUNAVIR (dar ue' na vir)
tablet

Read this Patient Information before you start taking darunavir tablets and each time

you get areil. There may be new formaton. This nformation does ot take the place
alking to your healthcare provider about your medical condition or your treatment.

s read the Patient \nfurmamn leaflet for ritonavir

What is the mos rtant information I should know about darunavir

tablets?

+ Ask your heaithcare provider or pharmacist sbout medicines that should

not be taken with darunavir tablets. For more information, se

should not take darunavir tablets?” and “What should | tell my Heakncare

provider before taking darunavir tablets?”

Darunavir tablets may cause liver problems. Some people taking darunavir
bl Combination weh rfonavir have doveloped Wer prolme, which may be ffe-

thwestenkg Your heskhcare provide shoukl do bood tests befors end durng your

darunavi tablets and ritonavir combination treatment. If you have chronic hepatitis B

or C infection, your haakhcare provider Should check your blobd tests more often

because you have an increased chance of developing iver problems. Tell your

heskhcare provkier ¥ you have any o the beow sis and symptoms of er

problem:

+ o (10 colored) urne




« Vomiting
« yellowing of your skin or whites of your eyes

« pain or tenderness on your right side be\ow your ribs
« pale colored stools (bowel movements)

© loss of appetite
* nausea

« tiredness
Darunavir tablets may cause severe or life-threatening skin reactions or
rash. Sometimes these skin reactions and skin rashes can become severe and
require treatment in a hospital. Tell your healthcare provider right away if you develop

rash. Stop taking darunavir tablets and ritonavir combination treatment and tell
your heakthcare provider right away if you have any skin changes with symptoms
below:

« Fever
« biisters or skin lesions
Tiredness
= mouth sores or ulcers
« muscke or joint pain
« red or inflamed eyes, lie “pink eye” (conjunctivitis)
Rash occurred more often in people taking darunavir tablets and raftegravi together

than with either drug separately, but was generally mid.
See “What are the possible side effects of darunavir tablets?” for more

are darunavir tablet
Derun ablts are  prescrptin HIV-L (Human immunocefciency Vs type
medicine used with ritonavir and other antiretroviral medicines to tr L infection in

s and chidren 3 years of age and akler. HIV & the vius that causes AIDS (Acured

Iromune Deficency Syndrome).

Darunavir tablets should not be used in chidren under 3 years of age.

When used wih other antretrouiral mediines o treat HIV.1 fection, darunavir tablts

may hep:

« reduce the amount of HIV-1 in your blood. This is caled “viral load".

« increase the number of CD4-+ (T) cels in your blood that help fight off other
nfections

feducing the smount o HIV-1 and Increasig the CDA (T ces t your bood may
improve your immune system. This may reduce your rkk of eath o getthy ifectons

Ehat can happen when your mmune syctem s weak (opportiniic nfections).

Darunavir tablets does not cure HIV-1 infection or AIDS. You muslkeep taking
IV-1 medicines o control HIV-1 nfecton and decrease HIV-raated ines

hings that can spread HIV-1 infection to others:

Do ot share of e use nesdies or cther jection e

* Do not share personal kems that can have biood or boay 1 s on them, ke
toothbrushes and razor blads

+ Do not have any kind of s wihout protection. Always practice safe sex by using a
latex o to lower with semen,
vaginal secretions, or blood.

Ask your healthcare provider if you have any questions on how to prevent passing HIV.
to other
Who should not take darunavi tablets

Do not take darunavir tablets with any medicine tht contans:

alfuzosin

colchicine, if you have iver or kidney problems

dronedaron:

elbasvir and grazoprevir

ergot-containing medicines:

ivabradine

naloxegol

sidenafi, when used for the treatment of pulmonary arterial hypertension (PAH)
simvastatin

t. John's wort (Hypericum perforatum)
triazolam

532
B

Serous protlems can happen f you or your chi take any of these medkines w

Garunavir tablets. This is not a complete list of medicines. Therefore, tell your eathcare

provider about all medicines you take.

What shouid I tell my heakhcare provider before taking darunavir tablets?

Before taking darunavir tablets, tell your healthcare provider if you:

« have liver problems, including hepatiis 8 or hepatitis C

« are allergic to sulfa medicines

have high blood sugar (diabetes)

« have hemophila.

« have any other medical conditions.

« are pregnant or plan to become pregnant. Tell your healthcare provider if you
become pregnant whil taking darunavir tablets.

« Pregnancy Registry: There is a pregnancy registry for women who take
antiretroviral medicines during pregnancy. The purpose of this regs(ry is to collect
information about the health of you and your baby. Talk to your heatthcare
provider about how you can take part in this registry.

« are breastfeeding or plan to breastfeed. Do not breastfeed if you take darunavic

*+ You should ot breastfeed f you have HIV-1 because of th isk of passing HIV-1
to your baby.

« 12 mor nown  darunav can pass into your breast mik.

© Takk to your heakhcare provider about the best way to feed your baby.

Tell your healthcare provider about all the medicines you take, including
prescription and over-the-counter medicines, topical creams, vitamins, and herbal
Supplements. Some medicines interact with darunavi tablets. Keep a fist of your
medicines to show your healthcare provider and pharmacist.

= You can ask your healthcare provider or pharmacist for a fist of medicines that
interact with darunavi tablets.

© Do not start taking a new medicine without telling your healthcare
provider. Your healthcare provider can tell you i it is safe to take darunavir tablets
with other medicines.

How should I take darunavir tablets

“Take darunar tablets exactly as your nestheare provider tells you

You must take ritonavi at the same time as darunavir tablets.

Do not change your dose or stop treatment with darunavir tablets without talking to

your healthcare provider.

Take darunavir tablets and ritonavir with food.

If you have difficuty swallowing darunavir tablets, darunavr oral suspension s also

avaiable, Your heathcare provider wil help decide whether darunavir tabets or oral

suspension s right for

If your chid i taking darunaw b, your chi'sheskhcareprovider wildscidethe

right dose based on your chid's weight. Your chid'’s healthcare provider wil tell you
i moch cormawi ((abts o orsl Suspensian) and how much rhonawt (€opsiee:

tablets or solution) your child should take. Your chid should take darunavir tablets

with ritonavir with food. I your chid does not tolerate ritonavir oral solution, ask your

child's heatthcare provider for advice.

Itis mportant that you do not mis or sk doses of darunav tablets during

e you 1 ok to0 much darunavi tabies,cal your heatthcare provider or o to the
nearest hospital emergency room right away.

What are the possible side effocts of darunavi tablts?

Darunavir tablets may cause serious side effects, inclu
at is the most important information | Should know about

darunavir tablets?”
Diabetes and high blood sugar (hyperglycemia). Some people who take
protesse nibkors inckidng darunaui tablets can g hgh bood sugar, deveiop
diabetes, or your diabetes can get worse. Tel your heakhcare provider if you notice
en ncrease n st or urnate often Whie taking Garunavietabiets.
Changes in body fat can happen in people who take HIV-1 medicines. The chan
may InChide an Increased amount of ¢ i the upper back and neck (‘buffal hurmp-)
breast, and around the middle of your body (trunk). Loss of fat from the legs, arms,
and face may also happen. The exact cause and kong-term heakh effects of these
conditons are not known,
Changes in your immune system (Immune Reconstitution Syndrome) can
Happen whe you start taking HIV-1 medicines. Your Immune systern ma
Cronge anc bedi to ot Iactions et hawe been hidden . your bocy for a bng
time. Tell your heakhcare provider right away if you start having new symptoms after
startng your HIV-1 medicine
Increased bleeding for hemophiliacs. Some people with hemophila have
Increased beeding wih protease ANBROrS Nlucing darunavk (DS

‘The most common side effects of darunavir tablets include:
« diarrl

« headache
* nausea

« stomach-area (abdominal) pain
sh

« vomiting

Tell your healthcare provider if you have any side effect that bothers you o that does
not go away.

These are not all of the possible side effects of darunavir tablets.

Calyour doctor for medical advice about sde effcts. You may report sideeffcts to
FDA at 1-800-FD,

How shoukd 1 store darunavie tablets?

« Store darunavir tablets at room temperature 77°F (25°C).

Yawp darunavi tablats and a8 medicines out of the reach of chikren,
General infors ut the safe and effective use of tablets
Wedkins are comatimes rescrbes 1 purposes other than those lte n ot
Information leaflet. Do not use darunavir tablets for a condition for which it was not
prescrbed. Do ot give darnavk tabiet to other people even ¥ they have the same
condition you have. It may harm

Thi leaflt sommarizes the most mportant informaton about darunav tablets. If you
would fike more information, tak to your healthcare provider. You can

heskhcars provilr or pharmacit far iformatin abot darunavk tablets thet s wrktan
for heatt

What are the ingredients in darunavir Sabiater

Active ingredient: darunavir

Inactive mgreaencs
6

00 mg tablets: coloidal siicon dioxide, crospovidone, hydroxypropyl
Calljose, magnesium Y etearave. pamerin potasturn, Shcren microcrystaline celuiose
and sodium chioride. The film coating contains: talc, iron oxide yelow, ron oxide red,
polyethylene glycol 3350, polyvinyl aicohol-partially hydrolyzed and titanium dioxide.
Darunavir 800 mg tablets: coloidal siicon dioxide, crospovidone, hydroxypropyl
celulose, magnesium stearate, polacriin potassium, siicified microcrystaline celulose
and sodium chioride. The film coating contains: iron oxide red, polyethylene glycol 3350,
polyvinyl alcohol-partally hydrolyzed, talc, and ttanium dioxide.
T Patien nformation has been approved by the U.S. Food and Drug Administratn.
Manufacture

Man Laboratorias Private Limited
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Product Information
L pRESCRPTION  Item Code o 71335 26310072205
Product Typs g (Source) 1851 ¢

Route of Administration 0%

Active Ingredient/Active Mo
Basis of Strength  Strength
DARUNAVIR (UNI: 106038113) (DARUNAVIR - UNIY080318113) oAUV 800 mg

Inactive Ingredients
Ingredient Name. Strength

SILICON DIOXIDE (UNI: E17264804)

‘CROSPOVIDONE (v 2578302551

HYDROXYPROPYL CELLULOSE, UNSPECIFIED (U1 SZ8H6NGOH)

MAGNESIUM STEARATE (UNI- 7009716301

SODIUM CHLORIDE (U 45147108
PoLnINY L, UNSPECIFIED (UNI: 572659990)
FERRIC OXIDE RED (U1 1€09F3G675)

POLYETHYLENE GLYCOL 3350 (Ul G2MI715€5F)
TALC W 756V

TITANIUM DIOXIDE (UNI- 157912

Product Characteristics
col srow Score o score
Shape Pnp— size 20mm
Flavor Imprint Code. a0
contains
Packaging

Marketing Start  Marketing End
# ttem Code Package Description =3 et
2 NOCTINS  15.n1 BOTILE Type O: Nota Combination 531172026

prvky Product

Marketing Information

Marketing  Application orap
Category Citation. ate
non woA215389 w03

Labeler - gryant Ranch Prepack (171714327)
Registrant - sant Ranch Prepack (171714327)
Establishment

Name address1oiFEl Business Operations
Bryan Ranch prepack VIR REPACKITIZIS2611) , RELABEL(TIS3S.2611)

Revised: 312026 Bryant Ranch Prepack.
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