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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Darunavi tablets, co-adminstered wkh rkonavi (Garunavionavk), n combiaton
with other antiretroviral agents, s indicated for the treatment of h

Imminogefiency vius (A1} nfection i aduk and pedatrc patients 3 years of age
and older [see Use in Specific Populations (8.4) and Clinical Studes (14)].

2 DOSAGE AND ADMINISTRATION

2.1 Testing Prior to Initiation of darunavir/ritonavir

In treatment-experienced patnts, restment hstary, genotypic anclor phenotypi
testng & recommena S drug susceptibiity of the HIV-1 virus [see
Wierooogy (1], neter o Dossgb and Admmmetsaton (5.3, (2.5 and 3. for
Gosng recommendatons

Appropriate laboratory testing such as serum iver biochemistries should be conducted
prior to initating therapy with darunavirrtonavr (see Warnings and Precautions (5.2)].

2.2 Monitoring During Treatment with darunavir/ritonavir

Patients with underlying chronic hepatiis, cirrhosis, 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
Darunavi tablets must be co-administered with rRonavi to exert ks therapeutc efect
Faiure to correctly co-administer darunavi tablets with ritonavir wil result in

Jevels ofdarunayk that wlbe SNt to achieve the desked anthira effect o il
alter some drug nteractio

Patints wh have dffcully Swalowing darunavi tablets can use the 100 mg per L
darunave ora suspension,

Naiv
T eamaaars Soce o darunavi tablets are 800 mg (one 800 mg tablet or 8
mL of the oral suspension) taken with ritonavir 100 mg (one 100 mg tablet or capsule or
1.25 mL of a 80 mg per m ritonavir oral solution) once daiy and with food. An 8 mL
darunavir oral suspension dose should be taken as two 4 L administrations with the
included oral dosing syringe.

oral dosage for pe adult patients is summarized

Tab
Boreine genotypic testing is recommended for dose selection. However, when

genotypic testing is not feasible, darunavir tablets 600 mg taken with ritonavir 100 mg
twice daly s recommended.

Table 1: Dosage in
Adult Patients

Formulation and Recommended Dosing

Darunavir oral

Baseline Resistance n
Darunavir tablets .
with ritonavir tablets (100 ma/mL) with
or capsule oral solution (80
mg/mL)

With no darunavir resistance  One 800 mg darunavic 8 mLPdarunavir oral

associated substitutions #  tablet with one 100 mgsuspension with 125 mL
ritonavi tablet/capsule,  ritonavir oral solution, taken
taken once daiy with food once daily with food

With at least One 600 mg darunavir 8 mL daunak oral

one darunavir resistance tablet with one 100 mg  susj with 1.25 mL

sssoclste substiutons®, or Thonavl Giseopee,  Thoraur ma\so\umn taken
with

taken twice daly with food  twice daly wi
baseing resbtance formation food

3 V111, V321, L33F, 147V, 150V, I54L, 154M, T74P, L76V, 184V and L89V
mL darunavir dose should be taken as two 4 mL administrations with the included

oral dosing syringe

2.4 Recommended Dosage During Pregnancy

‘e recommended dosage in pregnant patients is darunavir tablet 600 mg taken with
ritonavir 100 mg twice daiy with food.



Darunavir tablet 800 mg taken with ritonavir 100 mg once dally should only be.
onsidered n certin pregnant patents who are already on astabe darunak ablet 00

g with ritonavir 100 mg once daly regimen prior to pregnancy, are virologically
Suppressed (HIV-L RNA s than 30 copies per mL), and i whorm & chang o pwice
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)

of
darunavir tablets, transcription of the medication order, dispensing information and
dosing instruction to minimize risk for medication errors, overdose, and underdose.
Prescribers should select the appropriate dose of darunavirritonavir for each individual
chiid based on body weight (kg) and should not exceed the recommended dose for

ults.
Before prescribing darunavir tablets, chidren weighing greater than or equalto 15 kg
shoukd be assessed for the abilty to swallow tablets. If a chid is unable to reliably
swallow a tablet, the use of darunavir oral suspension should be considered.
The recommended dose of darunayionavr for peditric patients (3 1o ecs than 16
years of age and weighing at lea: g s based on body weight (see Tat
a5 g Showkd ek excced i retommended acu dose. arunant tamers shod be
taken with ritonavir and with food.

ndations for the darunavir/ritonavir dosage regimens were based on
pediatric clinical trial data and population pharmacokinetic modeling and simulation [see
Use in Specific Populations (8.4) and Clinical Pharmacology (12.3)].

Dosing for Pediatric Patient: 1
Pedatric Patients with No Darunavi Resists ted
‘Substitutions.

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

ht-based dose in antiretroviral treatment-naive pediatric patients or
antiretroviral treatment-experienced pediatric patients with no darunavi resistance
associated substitutions is darunavi tablets 35 mg/kg once dally with ritonavir 7 mafkg
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: Dlrunlvi oul
n (100 m
and ritanavi oral soution (30 mg/mL)

Body weight (kg) Dose: once daily with food

Srester !han or equalto 10 kg to less. Darunamr oral suspension 3.6 a m ® (350
than with ritonavir 0.8 mL (64

Greater than or equal to 11 kg to less Darunavir oral suspension 4 mLb (385
than 12 kg ‘mg) with ritonavir 0.8 mL (64 mg)

Greater than or equal to 12 kg to less Darunavir oral suspension 4.2 mL (420
than 13 kg ‘mg) with ritonavir 1 mL (80 mg)

Greater than or equalto 13 kg o less Darunavir oral suspension 4.6 m.® (455
kg ‘mg) with ritonavir 1 mL (80 mg)

Greater man or equalto 14 kg toless Darunav oral suspension 3 mL (430 mg)
than 15 with ritonavir 1.2 mL (96 mg)

2 darunavir resistance associated substitutions: V111, V321, L33F, 147V, 150V, 154M,
I54L T74P, LT6V. 164V and L83V

mg, 385 mg, 455 mg and 490 mg darunavi dose for the speciied weight
Broups were rounded up for suspension dosing convenience to 3.6 mL, 4 mL, 4.6 mL
and 5 mL, respectively. Pediatric Patients Weighing At Least L5 kg_Pediatric patients
weighing at least 15 kg can be dosed with darunavi oral tablet(s) or suspension using
the following table:

Table 3: Recommended Dose for Pediatric Patients Weighing At Least 15 kg
Who are Treatment-Naive or Treatment-Experienced with No Darunavir
Resistance Associated Substitutions?

Formulation:

arunavir

Formulation:
Darunavir tablet(s) and al
itonavir suspension (100 mg/mL)

Body weight (kg) or tablets and
(100 mg) ritonavir oral solution
(80 mg/mL)

Dose: once dally with food

Dose: once daily
with food
Darunavir oral

Darunavir tablets 600 mg with suspension 6 mL (600 mg)
ritonavir 100 mg

Greater than or equal
0 15 kg to less than

ritonavir 1.25 mL (100 mg)
Darunavir oral

Darunavir tablets 675 mg with suspension 6.8 mL b (675
ritonavir 100 mg ma) with ritonavir 1.25 mL
(100 mg)

Greater than or equal
t0 30 kg to less than

Darunavir oral
Srester than orequal Darunayi tablts 800 mg wkth suspension 8 . < (800 mg)

kg onavir 100 mg wi
ritonavir 1.25 mL (100 mg)

2 darunavir resistance associated substiutions: V111, V321, L33F, 147V, 150V, 54M,
154L, T74P, L76V, 184V and L8OV

b The 675 mg dose using darunavir tablets for this weight group is rounded up to 6.8
mL for suspension dosing convenience.
©The 6.8 mL and 8 mL darunavir dose should be taken as two (3.4 mL or 4 mL
respectively) administrations with the included oral dosing syringe

Dosing for d Pediatric Patients with At Least
One Darunavir Resistance Associated Subsfitutions.
PedaticPatients Weighing 4t Least 10 kg but Less than 15 kg

e in antiretroviral ed pediatric patients with at

oact e omavi resttance svsocated substRaton & darands tabts 20 mglkg
twice uawy with ritonavir 3 ma/kg twice daly using the folowing table:

Recommended Dose for Pediatric Patients Weighing 10 kg to Less
Than 15 kg Who are Treatment- -Experienced with At Least One Darunavie
esistance Associated Substitutior

Formulation: Darunavir oral
suspension (100 mg/mL) and
ritonavir oral solution (80 mg/mL)

Body weight (kg) Dose: twice daily with food

Greater than or equal to 10 kg to less Darunavir oral suspension 2 mL (200
than 11 kg mg) with ritonavir 0.4 mL (32 mg)

Greater than or equal to 11 kg to less Darunavir oral suspension 2.2 L (220
than 12 kg mg) with ritonavir 0.4 mL (32 m

Greater man or equal to 12 kg to less Darunavir oral suspension 2.4 mL (240
than 13 ‘mg) with ritonavir 0.5 mL. (40 mg)

Greater than or equal to 13 kg to less Darunavir oral suspension 2.6 mL (260
than 14 kg ma) with ritonavir 0.5 mi (40 mg)

Greater than or equal to 14 kg to less Darunavir oral suspension 2.8 mL (280
than 15 kg mg) with ritonavir 0.6 mL. (48 mg)

2 darunavir resistance associated substitutions: V111, V32I, L33, 147V, IS0V, 154M,
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?

ormulation: ormulation: Darunavir oral
Body weight (kg) Darunavir tablet(s) and  suspension (100 mg/mL)

ritonavir
tablets, capsules (100 mg)  ritonavir oral solution
i (80 mg/mL)
(80 mg/mL)
Dose: twice daily with food Dose: twice daily with food

Greater than or equalto
15 kg to less than 30 kg

Darunavir oral suspension 3.8
with
onavir 0.6 mL (48 mg)

Darunavir tablets 375 mg
with ritonavir 0.6 mL (48 mg)

Greater than or equalto
30 kg to less than 40 kg

Darunavi oral suspension 4.6
mg)® with
ritonavir 0.75 mL (60 mg)

Darunavir tablets 450 mg
with ritonavir 0.75 mL (60 mg)

Darunavir oral suspension 6 mL
Darunavir tablets 600 mg with
‘Gurizter than or equal to Ttonavi 100 mg

600 mg)
ritonavir 1.25 L. (100 mg)

2 darunavir resistance associated substitutions: V111, V321, L33F, 147V, 150V, 154M,
154L, T74P, L76V, 184V and L8OV

©The 375 mg and 450 mg dose using darunavi tablets for this weight group is rounded
Up to 3.8 mLand 4.6 mL for suspension dosing convenience.

‘The use of darunavir/ritonavir in pediatric patients below 3 years of age is not
recommended [see Warnings and Precautions (5.10) and Use in Specific Populations

2.6 Not Recommended in Patients with Severe Hepatic Impairment

No dosage adjustment i required in patients with mid or moderate hepatic impairment.
No data are available regarding the use of darunavir/rtonavir when co-administer
Subjects with severe hepatic mpairment; therefore, darunavi/ritonavir s not
recommended for use in patients with severe hepatic impairment (see Use in Specific
Populations (8.6) and Cliical Pharmacology (12.3)1.

3 DOSAGE FORMS AND STRENGTHS

Darunavir Tablets

= 600 mg: Beige colored, oval-shaped, bi-convex, film-coated tablets, debossed with
“M" on one side and “600" on other sid

800 mg: Brown colored, oval- shaped hconvex,fim-coted tabet, debossed whh
“M" on one side and “800" on other



4 CONTRAINDICATIONS

of with drugs that are highly
epentent on CYP3A for cearance and for which levated plasma concentrations are
ssacieted wkh serus anclor Fethrestenig events (narrow therspeut: hdex),

[Examples of these drugs and other contraindicated drugs (which may lead to reduced
icacy of anunadt) are res e o Drug interactins 7.5 Due to the neea for
o-administration of darunavir with ritonavir, please refer to ritonavir prescrioing

[nformation for a descripton of Fkonavk contrainakatons.

+ Alpha 1-adrenoreceptor antagonist: afuzosin
+ Antkgout: colchicine, in patients with renal and/or hepatic imparment

+ Antipsychotics: lurasidone, pimozide
+ Cardiac Disorders: dronedarone, ivabradine, ranolazine

« Ergot derivatives, e. raotamine, ergatamine, methykrgonovine
« Herbal product: St. John's wort (Hypericum perforatum

+ Hepatits C direct acting antiviral: elbasvir/grazoprevir

Lbid rodfyig agents: bmkapide, ovestat, simvastath
Opioid Antagonist: naloxi
© PDES mhibfor: sidenafl when used for treatment of pukmnary arteria hypertension
+ Sedatives/hypnotics: orally administered midazolam, triazola

5 WARNINGS AND PRECAUTIONS

5.1 Importance of Co-administration with Ritonavir

Inavir must be co-administered with ritonavir and food to achieve the desired
antira effect. Fallre to administer darunavi wih ronavir and food may resu n a oss
of efficacy of darunavi

Please refer o ftonavir prescribing information for addkionalinformation on
precautionary measures.

5.2 Hepatotoxicity

Drug-iduced hepatds (e.. acute hepots, cytoptic hepatks) has been reorted wih
darunavir/ritonavir. During the clinical development pro hepatitis was.
Teported in 0.5% of patints recehing combhaton therapy it darunivk honave
Patients with pre-existing liver dysfunction, including chronic active hepatits 8 or C, have
an increased risk for iver function abnormaities including severe hepatic adverse
cvents.

arketing cases ofber ity fckding same ffstes, havo been rertes. These
Rave generaly bccurred i potients Wi advancen HIV-L dease taking m
Concomikant fedications, having Co. morbidkics Icluding hepatkis B.or C co- et
andjor developing immune reconstitution syndrome. A causal relationship w#
darunavirritonavir therapy has not been established.
Appropriate laboratory testing shoukd be conducted prior to intiating therapy with
darunavkirkonavi and patints shouk be onkored during tresmen. Increas

JALT monitoring should be considered in patients with underlying chronic hepatits,
Ermoss, orn patints who have pre-trestment levtions of transaminases, especlly
during the first several months of darunavir/ritonavi
EueAce of név of woraaning e dystunchon (nchdng chnkal signficant clvaton of
liver enzymes and/or symptoms such as fatigue, anorexa, nausea, jaundice, dark urine,
iver tenderness, hepatomegaly) in patients on darunavir/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 and/or elevations of transaminases in some cases, have been reported in 0.4%
of subjects. Stevens-Johnson Syndrome was rarely (less than 0.1%) reported during the

d gram. During p epiderr
necrolysis, drug rash with eosinophilia and systemic symptoms, and acute generaized
exanthematous pustulosis have been reported. Discontinue darunavir/ritonavir
immediately  signs or symptoms of severe ski reactions develop. Tese can inchde
but are not limited to severe rash or rash accompanied with fever, general malaise,
Toigus, mscl af okt aches, BIStrs, o7 SIons, coniNCHv, heoatts andlor

often occurring within the first four weeks of treatment and resolving with continued
dosing. The discontinuation rate due to rash in subjects using darunavir/ritonavir was
s

0
Rash occurred more commanly ntreatment:-experienced sublects recening regimens
Containing GanunavKfrkon + FARETaVE Compared 6 Sublocts rec

Garunavi konav wKhout Takegravie or raegravr wihout darumavi Konavir However,
rash that was considered drug related occurred at simiar rates for all three groups.
These rashes were mild to moderate in severity and did not limit therapy; there were no
discontinuations due to ras

5.4 Sulfa Allergy
Darunavi contans 3 sufanamide maley. Darunavi should be used wkth cauton
patients with a knowr In with the
incidence and ssvemy o rouhwere somi i subjects with or without a history of
sulfonamide allerg

5.5 Risk of Serious Adverse Reactions due to Drug Interactions

Initiation of darunavir/ritonavir, a CYP3A inhibitor, n patients receiving medications

metaboized by CYP3A or initation of medications metabolzed by CYP3A in patients
already receiving

medications metabolized by CYP3A and reduce plasma concentrations of active

metaboite(s) formed by CYP3A.

Initiation of medications that inhibit or induce CYP3A may increase or decrease

concentrations of darunavir/ritonavir, respectively.

‘These interactions may lead to

« Cinicaly significant adverse reactions, potentiall leading to severe, lfe threatening, o

fatal events from greater exposures of concomitant medications.

Cinically significant adverse reactions from greater exposures of darunavir/rtonavir.

Loss of therapeutic effect of the concomitant medications from lower exposures of

active metaboliels).

« Loss of therapeutic effect of darunavir/ritonavir and possible development of

resistance from lower exposures of darunavir/rtonavir.

SeeTable 10 for teps o prevent or manage these posse and known sinficant rug

interactions, including dosing recommendations [see Drug Interactons (7). C

the potential for drug interactions prior to and during darunavir/ritonavir (herawv review

concomitant medications during darunavir/ritonavir theraD‘/‘ and monitor for the
assocated with rugs (see (®and

Drug Interactions (7)1

5.6 Diabetes Mellitus/Hyperglycemia

New onset diabetes melitus, exacerbation of pre-existing diabetes melitus, and
hyperglycemia have been reported during postmarketing surveilance in HIV-infected

ing e pal
o dose adstments of insuln or orel hypoghcemi sgents for trestment

s, diabetic ketoacidosis has occurred. In those patients who
Gicontinuea Pl therapy: hyperghcemis pereBied n some cases. Becatse these events
have been reported voluntarlly during clincal practice, estimates of frequency cannot be
made and causal relationships between Pl therapy and these events have not been
establshed.

5.7 Fat Redistribution
Reckirbutinfaccurulaton of bady et ncluding cenrel oheaky, dorsocervialfat

sriargement buffo hur), perpheral wasting,fecel westing, breast engement; and
SCUEBIgoR Appeanta bl o DS B AR st anCkerovEa) therapy
Th long:term consequences o reas v e currently unknoy

Chusalreitionship has not boen atablEhéd

5.8 Immune Reconstitution Syndrome

Immune reconstitution syndrome has been reported in patients treated with
combinaton antyetrovialtherapy, ncludng darunavi Durg the ikl phase of
combination , pat
Govlop an mflmmerory responte to ot of resual opperumEte infections (such
as Mycobacterium avium infection, cytomegalovirus, Pneumocystis jrovecii pneumonia
[PCP), o tuberculoss), which may necesskate further evalaton and treatment.
Autoimmune dsorders (sich 8 Graves” dsesse, polmyoskis Gulln-Barré syndrome,
d autoimmune hepatitis) have also been reported to occur in the setting of immune
reconstitution; however, the time to onset is more variable, and can occur many months
after inttiation of antiretroviral treatmen

5.9 Hemophilia

‘There have been reports of increased bleeding, including spontaneous skin hematomas.
and hemartoros's i patients wih hemophii type A and B treated wih is. In some
patients, addbnal factor VIl was givn. In more than haf of the reported

reatment with P was continued o reitroduced f treatment had been discontinued. A
e datonshi betwe I érapy and thése cpsoaes nas ot been estabished

5.10 Not Recommended in Pediatric Patients Below 3 Years of Age

Darunavirfritonavir in pediatric patients below 3 years of age is not recommended in view
of toxicity and mortaity observed in_juvenie rats dosed with darunavir (from 20
ko 0 1,000 MKG) up 1o Gays 23 6 26 of age [s6e Use n Specifc Popuatons

(8.1 and 8.4) and Clinical Pharmacology (12.3)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed in other sections of labeling
« 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 Redsstrioution [see Warnings and Precautions (5.7)]

« Immune Reconstitution Syndrome [see Warnings and Precautions (5.8)]
« Hemophila [see Warnings and Precautions (5.9)]

the need for co-administration of darunavir with ritonavir, please refer to ritonavir
pres:nbmq information for ritonavir-associated adverse reactions.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical triaks of another drug and may not reflect the rates observed in clincal practice.

The safety assessment s based on all safety data from the Phase 3 trial TMC114-C211
comparing darunavir/ritonavir 800/100 mg once daily versus lopinavir/ritonavir 800/200
g per day in 689 anetrovia restment nae HIV.L-fected aduk subjects. The toal
man exposure for SUblects n the darunavironavr 8007100 g once o daiy arm and
The lopavi/ionavk 800/200 mg per day arm was 1625 and 153.3 w
respective e'Y
of the adverse drug reactons (ADRs) reported durng treatment ith

darunaveironavir 800/100 mg once daly were mid i severky. The most common

Clcal ADRS to darunavirrRonawi 8007160 mg once daly (Greater than or equalto 5%)
of at least moderate intensity (greater than or equal to Grade 2) were diarrhea,
headache, abdominal pain and rash. 2.3% of subjects in the darunavir/ritonavir arm
discontinued treatment due to ADRs.

s to darunavir/ritonavir 800/100 mg once daily of at least moderate intensi

(greater than or equal to Grade 2) in antiretroviral treatment-naive HIV-1-infected adult
Subjects are presented in Table 6 and subsequent text below the table.

Table 6: Selected Clinical Adverse Drug Reactions to darunavir/ritonavir
800100 mg Once Dally » of at Least Moderate Intensky (=Grade 2)
Occurring in Adutt
Subjocts (Trial TMciie.cotty

System 00/100 800/200
organ class, mg once daily + TDF/FTC  mg per day + TDF/FTC
preferred term, a3 N=346
%

Gastrointestinal Disorders

Abdominal pain 6% 6%



Diarrhea 9% 16%
Nausea 4% 4%
Vomiting 2% 4%
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=emtrictabine; TOF=tenofovir disoproxil fumarate
2 Excluding laboratory abnormaities reported as ADRs.

Less Common Adverse Resctions

of at least (greater than or equal to Grade
2y ackuring o than 355 of s e urar reotment Kave SUbfes oG
darunavirritonavir 800/100 mg once dally are fsted below by body system:
Gastrointestinal Disorders: acute pancreatis, dyspepsia, flatulence
General Disorders and Administration Site Conditions: asthenia
Hepatobllery Diorders: acute hepats (9. acue hepatks, cytotc hepate,
hepatotox
Imimne system Disorders: (arug) hypersensity, mmune reconstuton syndrorme
Metabolism and Nutrition Disorders: diabetes melitus.

myaigia,

onne
Psychiatric Disorders: abnormal dreams
Skin and Subcutaneous Tissue Disorders: angioedema, pruritus, Stevens-johnson
Syndrome, urticaria
Laboratory Abnormalties

elected Grade 2 to 4 laboratory abnormalties that represent a worsening from baseline
observed in antiretroviral treatment-naive adult subjects treated with darunavir/ritonavir
800/100 mg once dail are presented in Table 7.

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

Laboratory parameter 800/100 mg 800/200 mg
% once daily + TDF/FTC per day + TDF/FTC

Limit
Biochemistry

Alanine Aminotransferase

Grade 2 >2.5t0 <5.0 9% 9%
XULN

Grade 3 >5.0t0 <10.0 3% 3%
XULN

Grade 4 >10.0 X ULN <1% 3%

Aspartate Aminotransferase

Grade 2 >2.5t0 5.0 7% 10%
XULN

Grade 3 >5.0t0 £10.0 4% 2%
XULN

Grade 4 >10.0 X ULN 1% 3%

Alkalne Phosphatase

Grade 2 >2.5t0 £5.0 1% 1%
XULN

Grade 3 >5.0t0 £10.0 0% <1%
XULN

Grade 4 >10.0 X ULN 0% 0%

Hyperbiirubinemia

Grade 2 >15t0 <25 <1% 5%
XULN

Grade 3 >2.5t0 =5.0 <1% <1%
XULN

Grade 4 >5.0 X ULN 0% 0%

Triglycerides

Grade 2 5.65- 3% 10%
8.48 mmolL
500-750 mafdL.

Grade 3 8.49- 2% 5%
13.56 mmoliL

1
1,200 mg/dL

Grade 4 >13.56 mmoliL 1% 1%
>1,200 mg/dL.

Total Cholesterol

Grade 2 6.20- 23% 27%
7.77 mmoliL
240-300 mg/dL.

Grade 3 >7.77 mmoliL 1% 5%
>300 mo/dL

Low-Density Lipoprotein Cholesterol

Grade 2 413 14% 12%
4.90 mmolL
160-190 mg/dL

Grade 3 24.91 mmollL 9% 6%
2191 mg/dL.

Elevated Glucose Levels

Grade 2 6.95- 1% 10%
13.88 mmolL
126-250 mg/dL

Grade 3 13.89- 1% <1%
27.75 mmolL
251-500 mg/dL.
Grade 4 >27.75 mmoliL 0% 0%
mg/dL.

Pancreatic Lipase

Grade 2 >15t0 <3 3% 2%
XULN

Grade 3 >3to =5 <1% 1%
XULN

Grade 4 >5 X ULN 0% <1%

Pancreatic Amylase

Grade 2 >15t0 52 5% 2%
XULN

Grade 3 >2t0 =5 5% a%
XULN

Grade 4 >5 X ULN 0% <1%

N=total number of subjects per treatment group; FTC=emtricitabine; TOF=tenofovir disoproxil fumarate
2 Graded data not appicable in Division of AIDS grading scale.

Treatment-Experienced Adutts: TMC114-C214

The safety assessment is based on all safety data from the Phase 3 trial TMC114-C214

comparing darunavir/ritonavir 600/100 mg twice daly versus lopinavir/ritonavir 400/100

mg twice daily in 595 antiretroviral treatment-experienced HIV-1-infected adult subjects
tal mean exposure for subjects in the darunavir/ritonavir 600/100 mg twice dak

arm and in the lopinavir/ritonavir 400/100 mg twice aily arm was 80.7 and 76.4 weeks,

respectivel

The majorky of the ADRs reported during reatment with darunaviironavir 600/100

mg twice daily were mid in severity. The most common clinical

darunavirritonavir 600/100 mg twice daily (greater than or equal 39 of at least

moderate intensity (greater than or equal to Grade 2) were diarrhea, nausea, rash,

sbdorinal pain and vomRing. 4.7% of sublects i the darunavkfkonau arm

discontinued treatment due to

ABie 16 darunantrkonavt 6001200 mg twice daily of at least moderate intensity

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

adult subjects are presented in Table 8 and subsequent text below the table.

Table 8: Selected Clinical Adverse Drug Reactions to darunavir/ritonavir
600/100 mg Twice Daily 2 of at Least Moderate Intensity (=Grade 2)
Occurring in 22% of Antiretroviral Treatment- Experienced HIV-1-Infected
Adult Subjects (Trial TMC114-C214)

darunaviriritonavir 600/100 lopinaviiritonavir 400/100
System mg twice daly+ OBR  mg tuice daiy+

organ class,

preferred term,

%

Gastrointestinal Disorders

Abdominal distension 2% <1%
Abdominal pain 6% 3%
Diarrhea 14% 20%
Dyspepsia 2% 1%
Nausea 7% 6%
Vomiing 5% 3%

General Disorders and Administration Site Conditions
Asthenia 3% 1%

Fatigue 2% 1%



Metabolism and Nutrition Disorders
Anorexia 2% 2%
Diabetes melitus 2% <1%
Nervous System Disorders

Headache 3% 3%
Skin and Subcutaneous Tissue Disorders.

Rash 7% 3%

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

ADRS of at least (greater than or equal to Grade
2) occurring in less than 2% of antiretroviral treatment-experienced subjects receiving
darunavirritonavir 600/100 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 Abnormalties
Selected Grade 2 to 4 laboratory abnormalties that represent a worsening from baseline

bserved 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
Adult

Subjects? (Trial TMC114-C214)

darunavirritonavir lopinavir/ritonavir 400/100 mg
BR

Laboratory parameter, 600/100mg  twice daily +
% Limit  twice daily + OBR
Biochemistry

Alanine Aminotransferase

Grade 2 >251055.0 7% 5%
XULN

Grade 3 >5.0t0 510.0 2% 2%
XULN

Grade 4 >10.0 X ULN 1% 2%

Aspartate Aminotransferase

Grade 2 >251055.0 6% 6%
XULN

Grade 3 >5.0t0 <10.0 2% 2%
XULN

Grade 4 >10.0 X ULN <1% 2%

Alkaline Phosphatase

Grade 2 >251t055.0 <1% 0%
XULN

Grade3 >5.0t0 5100 <1% <1%
X ULN

Grade 4 >10.0 X ULN 0% 0%

Hyperbilrubinemia

Grade 2 >15t0525 <1% 2%
XULN
Grade 3 >251055.0 <1% <1%
XULN
Grade 4 >5.0 X ULN <1% 0%
Triglycerides
Grade 2 5.65- 10% 1%
8.48 mmol/L
500-750 mg/dL
Grade 3 8.49- 7% 10%
13.56 mmollL
1,200 mo/dL
Grade 4 >13.56 mmolL. % 6%

>1,200 mg/dL.

Total Cholesterol

Grade 2 620 25% 23%
7.77 mmollL
240-300 mg/dL
Grade 3 >7.77 mmollL 10% 14%
>300 mg/dL.

Low-Density Lipoprotein Cholesterol

Grade 2 413 14% 14%
4.90 mmollL
160-190 mg/dL
Grade 3 24.91 mmolL 8% 9%
=191 mg/dL

Elevated Glucose Levels
Grade 2 6.95- 10% 1%
13.88 mmolL
126-250 mg/dL
Grade 3 13.89- 1% <1%
27.75 mmoliL
251-500 mg/dL

Grade 4 >27.75 mmollL <1% 0%
>500 mg/dL.

Pancreatic Lipase

Grade 2 >151053.0 3% %
XULN

Grade 3 >3.0t0 5.0 2% <1%
XULN

Grade 4 >5.0 X ULN <1% 0%

Pancreatic Amylase

Grade 2 >151052.0 6% 7%
XULN

Grade3 >2.0t055.0 7% 3%
XULN

Grade 4 >5.0 X ULN 0% 0%

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

Serious ADRS

The folowing serious ADRS of at least moderate ntensiy (greater than or equal to
Grade 2) occurred in the Phase 2b and Phase 3 trials with darunaviriritonavir: abdominal
pain, acute hepatits, acute pancreatis, anorexia, asthenia, diabetes melitus, diarrhea,
fatigue, headache,

rome, low
increased, nausea, pancreatic enzyme increased, rash, Stevens-Jonnson Syndrome, and
ing.

tients Co-Infected with Hepatitis 8 andjor Hepatits C Vi
fected with hepatits B or C virus receing darunavir/ritonavir, the
incidence of adverse events and cinical chemistry abnormalties was not higher than in
subjects receiving darunavir/ritonavir who were not co-infected, except for increased
hepatic enzymes [see Warnings and Precautions (5.2)]. The pharmacokinetic exposure
in co-infected subjects was comparable to that in subjects without co-infection.

Derunavirtonavk has been studed n combinaton wth other entetroural egents
in3 Phase 2 ik, THCL14-C212 n hich 80 sntarovka tretment exper HIV-
1 infected pediatric subjects 6 to less than 18 years of age and weighing at ooy kg
were inchided, TMC114-C228, i which 21 anurﬂmwal Geatment experionced HIV-1-
Ifected pediirc sublcts 3 o less than 6 years o age and weighing at esst 10 kg were
et THCHLAC530 i whch 122 anhrelmvlra\ treatment-naive HIV-1 infecte
pediatric patients aged from 12 to less than 18 years and weighing at least 40 kg were
i e TMC L4 CO13 and €225 trigs evasted darunautrtonaee twice oo
dosing and the THC114-C230 tris evested darunevtkonavk nice daly dosh [see
in Specific Populations (8.4) and Ciical Studies (14.
Fraauoncy ype, nd severty of AORG i pedirc subject were comparabe o hose

Cinical ADRS to darunavirritonavir (al grades, greater than or equalto 3%), were
vomiting (13%), diarrhea (11%), abdominal pain (10%), headache (9%), rash (5%),
nausea (4%), and fatigue (3%)
Grade 3 or 4 laboratory abnormaities were ALT increased (Grade 3: 3%; Grade 4: 1%),
AST increased (Grade 3: 1%), pancreatic amylase increased (Grade 3: 4%, Grade 4: 1%),
pancreatic lpase increased (Grade 3: 1%), total cholesterol increased (Grade 3: 1%), and
LDL increased (Grade 3:
TMC114-C228
Ciinical ADRS to darunaviritonavir (al grades, greater than or equal to 5%), were
diarrhea (24%), vomiting (19%), rash (19%), abdominal pain (5%), and anorexia (5%)

re were no Grade 3 or 4 laboratory abnormaities considered as ADRS in this tria,
TMC114-C230
Ciinical ADRS to darunaviritonavir (al grades, greater than or equal to 3%), were
vomiting (33%), nausea (25%), diarthea (16.7%), abdominal pain (8.3%),
decreased appetite (8.3%), pruritus (8.3%), and rash (8.3%).
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

(associated with co-
adminkiration wkh HMG CoA reductase nhlbkors and darunavEritonavk)

and Subcutaneous Tissue Disorders: Toxic epidermal necrolysis, acute generalized
ramhermatos pustulosis, drug rash wih cosnophia 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 primarly metabolzed by
CYP3A and CYP2D6 or are transported by P-gp may result in increased plasma



oncentratns of such drugs, which coud icresse or proong thek therapeub: effect
ad)

Darunavir co-administered with ritonavir with dru

ents.
etabels) formel by CYPSA may fesul  reduced pastia concentrations of these
active metabolte(s), potentially leading to loss of thefr therapeutic effect (see Table 10).

7.2 Potential for Other Drugs to Affect Darunavir

Darunovkand rkonavk. are metabolzad by CYP3A.in viro data dica tht darunave

and other drugs that inhibit CYP3A, or P-gp may decrease the clearance of darunavir
and ritonavir and may resutt in increased plasma concentrations of darunavir and
10)

ritonavir (see Tat

7.3 Established and Other Potentially Significant Drug Interactions

‘Table 10 provides dosing recommendations s a resut of drug interactions with

darunavirritonavir. These recommendations are based on either drug interaction studies

o predicted neractions due to the expected magniude of nteracton and potental for
ay lly

serious adverse events or loss of efficacy. The table includes examy

Sanficont nteractions but & nat al nckiave [see Contrainaatins (#1and Cincal

Pharmacology (12.3)], and therefore the label of each drug that is co-administered with
darunaviironavir shou e consuted for formation related to the route of

tabol n pathways, potential risks, and specific actions to be taken with

Tegard o co-admmstrabon.

Tutia 101 Extalitshed end Otter Potantlaly Signiicant Drug intaractions: ARarwtions b Dose or Ragimen
May be Re nded Studies or ion

Based on Drug Interaction
{see Contraindications (4) for & kst of examples of co

r Pradicted interact
)

Tsce Cinica Pharmacoiogy (12.3) for Magntude of Interacton, Tabis 15 and 16/

Concomitant Drug Class
Drug Name Examples.

HIV-1-Antiviral Agents: Nucleoside Reverse Transcriptase Inhibitors (NRTIs)

didanosine « darunavir
« didanosine

HIV-1-Antiviral Agents: HIV-Protease Inhibitors (PIs)

indinavir 0 darunavir
{lindinavir

(The reference regimen for indinavi was

indinavir/ritonavir 800/100 mg twice daiy.)

lopinavirfritonavic
* darunavic
« lopinavir

saquinavir
darunavir
« saquinavir

Other HIV protease inhibitors, except atazanavir
[see Drug Interactions (7.4)]

iviral Agents: CCRS.

maraviroc {1 maraviroc

Other Agents.

Alpha 1-adrenoreceptor antagonist:
osin

alfuz
D afuzosin
Antibacterial:
Clarithromycin « darunavir
0 clarithromycin
Anticoagulants.
Direct Oral Anti nts (DOA(
apixaban
0 apixaban
rivaroxaban

[ rivaroxaban

dabigatran etexiate
joxaban ( dabigatran
0 edoxaban

4 warfarin
« darunavir

warfarin
Anticonvulsants:
carbamazepine « darunavir

0 carbamazepine
clonazepam ] clonazepam
phenobarbital, phenytoin « darunavir

4 phenytoin
1 phenobarbital
Antidepressants:
lective Serotonin Re

paroxetine, sertraiine L paroxetine
1 sertraine

Tricycic Antidepressants (TCAs):
‘amiriptyine, desipramine, imipramine, nortriptyine g amiciptyine
pramine

u orrone

Other: trazodone
0 trazodone

Antifungals:

itraconazole, isavuconazole, 0 darunavir

ketoconazole, posaconazole [ itraconazole
[ isavuconazole
[ ketoconazole
« posaconazole

voriconazole ~ voriconazole

Anti-go

colchicine 0 colchicine

Effact on Concentration of Damna\nr or
on Drug

Ciinical Comment

Didanosine should be adminitered

e hous r two hours after
ettt o e
administered with food).

‘The appropriate dose of indinavir in
combination with darunavir/ritonavir
has not been establshed.

Appropriate doses o the
combination  have  not  been
tabls Hence, is  not
recommended  to  co-administer
lopinavir/ritonavir and darunavir, with
or without ritonavr.

Appropriste  doses  of the
combination  have  not  been
establshed. Hence, it s
recommended  to  co-administer
saquinavir and darunavir, with
without ritonavir.

co-administration  with
darunavirjritonavir has not  been
studied,  co-adminstraton &
not recommended.

combination
Weh danunavgtonave the dose of
maraviroc - shoukt mg
twice daly.

Co-administration is contraindicated
due to potential for serious and/or
e theatening reactions such 25
hypotensior

adjustment  of

darunavi/ritonavir i patients  with
renal impairment, the following dose
adjustments should be considered:

* For subjects with Clcr of 30-60
mUmin,  the dose o
lamhmmycm should be reduced

e sub)e(ls Jh Cler of <30

mLjmin,

clar\thmmycwn hould b educed
5%,

Due o potentialy ncreased biedn
ik, dosing recommendations for Co.
admmlstradon of " apbxaban Wt
uamnaw/monaw depend on the
xaban dose. Refer to, apiaban
dosng | mstructions
administration with P-gp s strong
Crp3A inhibitors
in apixaban prescribing information.

Co-administration of
darunavirionavir and rvroxaben &
ot because ¢ may

oot o mrested bleeding ris}

Refer to the dabigatran etexiate or
edoxaban prescribng formation for

func fect

ercd P, it
o the concentraton of dabioatran
edoxaban. Cinical monitoring &

P-gp, _including damgalran
etexiate edoxaban,
aximisterat whh darunakirtonave.
Warfarin ~ concentrations are
decreased  when  co-administered
with darunavir/ritonavi.
It is recommended that the
international normaiized ratio (INR) be
montored  when  warfarin
combined with darunavir/ritonavir

dose  of ether
darunavkirkonaur or carbamazephne
joes eed to be adjusted when
intiting co-administration
ey Soruneurictonevk  and
carbamazepi Clinical
monttoring m (arbzmzzspme
concentratio dose

aton & recommmanded 1o achiove
the desired clinical response.

Clinical monitoring of anticonvulsants
that are metaboized by CYP3A

nded
Phenyion and phenoterbial evel

should be monitored
admistering wih renaveiraanove.

1t cither sertralne or paroxetine is

inttiated  In patier recel
darunavkionave.  dose ' ttrating
the SSRI based on a cinial
assessmentof _ antidepressant
response is recommended. Monitor
(or anmewessam response i

e dose_ of
Lo o par who start

reatment wih derumeve tonau

2 lower dose. of the tricycc
antidepressants and trazodone due
© poten(lal ncreased adverse events

uch dizziness,

Fypotension and syncope.

eas
darunavir/ritonavir_andforantifungal
adverse events with concomitant use
of these antffungals. When co-
administration & required, the dally
dose of ketoconazole or rtra:anazo\e
should not_exceed jth
ontoring for hreosed anufungal
adverse events.

Voriconazole is not recommended

patients receiving darunavir/ritonavi
unless an assessment comparing
predicted benefit to risk ratio justifies
the use of voriconazole

Co-administration is contraindicated
n petents wkh renal and/or hepatic
du

impament " due for
erious andor” ffe-
threatening reactions.
For_patients _without _renal _or
‘hepatic impairment:

* Treatment of qoutflares - co-



Antimalarial: artemether/umefantrine

Antimycobacterials:
rifampin

rifabutin

(The reference regimen for rifabutin was 300 mg

once daiy.)

rifapentine

Antineoplastics:
dasatinib, niotinib

vinblastine, vincristine

Antipsychotics:
lurasidone

pimozide

quetiapine

e.g. perphenazine, risperidone, thioridazine

p-Blockers:
.. carvediol, metoprolol, tmolol

Calcium Channel Blockers: amlodipine,
ditiazem, felodipine, nicardipine,
nifedipine, verapamil

Cardiac Disorders:
ranolazine, ivabradine

dronedarone

Other antiarrhythmics
e.g. amiodarone, bepridi,
disopyramide, flecainide, idocaine

i
(systemic), mexietine, propafenone, quinidine

digoxin

Corticosteroids:
dexamethasone (systemic)

Cun(us(emns primariy metabolized by CYP3A:

etamelhasone
budes

oo

mahy\preansmnne
mom

omciolane

Endothelin receptor antagonist:
bosentan

Ergot derivati
e dhydroergotarmine, ergotamine,
methylergonovine

us (HCV):

Hepatitis C

elbasvir/grazoprevir

 artemether
 dinydroartemisinin
0 lumefantrine
«darunavir

1 darunavir

0 darunavi
] rfabutin
25-0 desacetylrifabuti

~ darunavic

[ antineoplastics.

0 lurasidone

0 pimozide

0 quetiapine

Dantipsychotics

[ beta-blockers.

0 calcium channel blockers

[ ranolazine
[ ivabradine

[ dronedarone

0 antiarrhythmics.

0 digoxin

~ darunavic

1 corticosteroids

[bosentan

0 ergot derivatives

0 elbasvir/grazoprevir

iministration _of _colchicine _in

0.6 mg (1 tablet) x 1 dose, folowed
by 0.3 mg (half tablet) 1 hour later.
Treatment course to be repeated no
earlier than 3 days.

« Prophylaxis_of gout-flares - co-
amiiraon_of _cokhine

If the original reg\msn was 0.
twice a day, the regimen ot
be adjusted B mg once a
day.

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

« Treatment of familal
Mediterranean _fever - _co-

‘administration of colchicine i
‘patients on darunavirjritonavir:

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

combination of
darunawyoravi
artemether/umefantrine can be used

exposure may increase the risk of
QT prolongation.

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

Dose reduction of rifabutin by at

least 75% of the usual dose (301

once daiy) is recommen e

maximum dose of 150 mg every

other day). Increased monkork for
nted

in patets receiing this combinaton

further dose
Teducton of " Ftabutin may
be necessary.

o-administration of
darunavirirhonau wen rfapentine &
not recommended.

decrease in the dosage

zdluslmenl o the dosing mterva\ nv
an

necessary for panenns P plase refor

to dasatinib

and niotib prescribing nformaton

for dosing instructions.

Jfor vncristne and_ vinbastie,
ration aiven ¢
!emporan\y withholding e Fhonevi
contaltng sntratrovkal regimen

patients
hemam\og( o gas(m\n(sme\ e
runaviritonavic

vincrtineor” vinbiastine. If - the
antiretroviral  regimen
eld for a pmvnngea pemd

consideration _shouk!
infiting a revised regimen that d Thoen
not include a CYP3A or P-gp inhibitor.

So-naminkiraton & contradiate
o potental for serous andior
\ﬂe(hrea(emr\g reactior

Co-administration is contraindicated

s cardic arrhythmias.
Initiation __of runavic

Consideralternative _antiretroviral

o

Refer to the quetiopie préscring
information for recommendations on
‘adverse reaction monitoring.

Initiation__of _quetiapine _in
ind runavc

with ritonavic:
refer Lo the quetepine prescrtng
information for intial dosing an
titration of quetiapine.

decrease in the
am.psychms ot are- metobeleed
Y CYP3A or CYP2D6 may be needed
co-administered

e darunavirtonave.

Cinical monitoring of patients is

administered with darunavir/ritonavic
and a lower dose of the beta blocker
should be considered

Circal monkorkg of patents
is recommend

Soagminktraton s contrandicatet
e to potenti for serous. andior
Mamrea(emﬂg reactior

So-agmintration & contraindicated

ue to potentil for serlous andor
feinres eatening  rea uch
25 cardiac arthythrmias.

Therapeutic  concentration
monkoring,

avalable, is  recommended for
antiarrhythmics when co-

administered with daruna

ritonavir,

The lowest dose of digoxin should
initaly ‘be prescribed. The serum
digoxin  concentrations should be
monttored and used for titration of
digoxin dose to obtain the desired
cliical effect.

Co-administration
darunavir/ritonavir  with  systemic
dexamethasone or other systemic
cortcosterods thet hduce'CYP3A
loss

Thera eut\( ifect and development
of resistance to darunavir. Consider
axermative coricosteroks.

Co-administration
corticosteroids (all routes of
administration) of which exposures
re by

strong CYP3A inhibitors can increase.
the risk for Cushing’s syndrome and
adrenal suppression.
tive  corticosteroids

mmmg  becomethasone,
prednisone, and_prednisolone (for
which PK and/or PD are less affecte

strong inhibitors
relative to other steroids) shouid be
considered,  particularly for long
term use.

Co-agminstcaton _of_bosentan in

T patients who have been receing
darunavir/ritonavir for at least
start bosentan at 62.5 mg
once daly or every other day
based upon individual tolerabilty.
Co-administration of

Discontinue use of bosentan at least
hours prior to iniiation of
darunaviirtonavr.  After at least
days folowing the initiation of
Sarunavkirtonme resame bosentan
2.5 mg once daiy or every other
day based upon individual tolerabilty.

Co-administration is contraindicated
ue to patentil for serious andior

25 acite ergot toxichy chara:!enzed
by peripheral

fschera of the _extremiies nd
other

Co-administration is contraindicated
dus o potental for the ncressed risk
transaminase  (ALT)



glecaprevirfpibrentasvir

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

Hormonal contraceptives:

ethinyl estradiol, 3

0 glecaprevir
0 pibrentasvir

~ darunavic

Immunosuppressant:
€5, eyclosperine, Eacrokmus, skolmus

Immunosuppressant/neoplastic:
everolimus.

rinotecan

Inhaled beta agonist:
salmeterol

Lipid Modifying Agents:

feductase inhibitors: 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

0 immunosuppressants

[ saimeterol

[ lovastatin
[ simvastatin

[J HMG-CoA reductase inhibitors.

0 lomitapide

0 fentanyl
[ oxycodone

[ tramadol

methadone

ioid Antagonist
namxs ol

hibitors:
e.g. avanafi, sidenafi, tadalafi, vardenafil

Platelet aggregation inhibitor:
ticagrelor

clopidogrel

prasugrel

Proton pump inhibitor:
omeprazole

Sedatives/hypnotic
oraly admitéred mazoam, triazolam

« , naloxone

elevations.
Co-administration of

darunavir/ritonavir with
glecaprevirfpbrentasvir s not
recommended

Co-administration is contraindicated

jue to potential for reduced plasma
concent f runavir,
ich may resut in of
therapeuti effec and

development of resistance.
fective  alternative  (non-

hormona) contraceptive method or a
barrer method of contracepton

‘ecommended (see Use in Specific
Fopubtons b3

co-administration  with
drosprenone, clnical montoring &
recommer to the
potentsl for hyperkale

data are avaname to make
recommendatons

administration win" other
hormonal contraceptives

Therapeutic  concentration
monktoring

of the mmunosuppressive agent s
\ded when co-administered
it GarnaveiROR,

Co-adminstraton of everoimus and
darunauirirkonauk
not recommended.

Discontinue _darunavir/rionavir at
least 1 week prior to starting
irinotecan therapy. Do not administer
darunavir/ritonavir  with _ irinotecan
unless there  are
therapeutic alternatives.

Co-aameraton of sakmetero and
darunavkirkonavy
recor

ended, The mmmnamn may
in

Cordovascuar | adverse evenvs

associated with salmeterol, includin

QT prolongation,
sinus tachycardia

palatons. and

Co-administration is contraindicated
due to potential for serious reactions

such as
myopathy including rhabdomyolysis.

Co-administration
darunaviitonavi with HMG-Co A
reductase  inhibitors  may.

to adverse events such as mynpathy
Titrate atorvastatin, pravastatin_or
rosuvastatin dose carefuly and

T evcect atorvastatin 20 el

Co-administration is contraindicated
tential for  markedly

Ei

increased transaminases

Careful monitoring of therapeutic
effects and  adverse  reactions
associated with CYP3A-
metabolized narcotic analgesics
(including potentialy fatal respiratory
depression) is recommended with co-
administration.

A dose decrease may be needed for
tramadol with concomitant use.

No dose adjustment for

~ methadone

Onaloxegol

[PDE-S nhibtors (ony the use of sidenafi

at doses used for treatment
erectie dystanction has been studied with
darunavir/ritonavir)

0 ticagrelor

Lclopidogrel active
metabolite

« prasugrel actire
metabolte

~ omeprazole
« darunavir

0 midazolam
B rbneim

buprenorphineineoxone & reduired

rent administration of
darunaviiekonav. Cincal montoring
i mended it
darunavi/ritonavir and
buprenorphine or
buprenorphineinaloxone  are - co-
administere

No adjustment of methadone
dosage is required when initating co-
administraton of darunaviironavi:

jer, clinical - monttoring
eormmindsd a8 Gose of

done  during  maintenance
therapy may need to be adjusted in
Some patients.

Co-administration
darunavkirtonaur and nsexegol -s
contraindicate

potential for
withdrawal symptor

Drs(\nnatmg opiod

Co-administration with
darunavkirkonauk mey resuk b on
inc E5  inhibitor-
asso(ated adverse svents. nclodin ing
hypotension,  syncope,
eurbances and prgsm.

visual

pulmonary arterial

‘hypertension (PAH):.
Co-sdminstration wkh sidenafi used
s contraindicated due

prolonged erection, and syncope]

e folowng dose ackstments are
recommended for use of tadalafi
with darunavir/ritonavir:

patents on darunmionau;

ing
uamnaw/monaw for at east one
eek, tadalafil at 20
once ua-ry Increase to 40 mg
once daiy based upon individual
tolerabilty.

« Co-administration of

Avoid use of tadalafil during the
initiation of darunavi/rtonavir. Stop
tadaiafil at least 24 hours prior to
starting darunavironavir After at
leas! folowing  the.
nkiton~ of " darunawironaur,
resume tadalafil at 20 mg once daily.
Increase to 40 mg once daiy based
upon individual tolerabilty.

f_PDE-5 _inh for

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

used with  increased
Tonkoring 'for PDE's mhitor-
associated adverse events.

o-administration of
aamnaw/rnunaw and avanafil &

not recommended.

Co-administration of
darunavir/ritonavir and ticagrelor s
not recommended.

Co-administration of
darunavirritonavir and clopidogrel is
not recommended due to_potential
reduction of the antiplatelet activity of
clopidogre!.
o dose adjustment is needed wi

prasugrel 8 coadmnstered wih
darunavir/ritonavir

omepra:
administered with darunavlr/rrtunavr‘
monitor  patients  f eased
Cicacy of  omeprasole.  Concider
increasing the omeprazole dose in
patients whose symptoms are not
wel controlled; avoid use of more
han 40 mg per day of omeprazole.

Co-adminstraton & contranlcated
I for

due to r serious and/or
life-threatening ~reactions such as
prolonged increased _sedation
or respratory depresson. Tagolam
and oraly suminstered miszolom
e extensively etabolzed
by w3 Codminsrraton of
triazolar

oraly adminstered midazolam wih



metabolized by CYP3A
e.g. buspirone, diazepam, estazolam, zolpidem [J sedatives/hypnotics.

parenterally administered midazolam

inary antispasmodics
Heaotenaine [ fesoterodine

solfenacin 0 sofenacin

7.4 Drugs without Clinically Significant Interactions with Darunavir

No d djustments when s

wih the folowing medications: atazanavi, doltegravi, efavenz, eraviin, neviapine,
cleoside reverse transcriptase inhibitors (abacavir, emtricitabin:

emertabhenenotovk sifenamile, bmivudine, stavidine. tenofouk disoproxi fumarate,

zidovudine), pitavastatin, raktegravr, rantidine, or

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Preanancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to darunavir during pregnancy. Healthcare providers are encoura

regter patent by caing the AntretovialPregnancy Regtry (APR) 1.800-258.4263,

Prospective pregnancy data from the APR are not sufficet to adequately assess the
risk of birth defects or miscarriage. Availble imited data from the APR show
stattialy significant diference b the overalr of meler bt defects for derunave

mpared with the background rate for major birth defects of 2.7% in a U.S. reference
population of the Metropolkan Atlanta Congenal Defects Program (ACOP, 1oce Dot
ate of miscarriage Is not reported n the APR. The estimated background rate of

ms:amage in clinically recognized pregnancies in the U.S. general population is 15-20%
‘The background risk of major birth defects and miscarriage for the indicated population
is unknown.

Studies in animals did not show evidence of developmental toxicty. Exposures (based
on AUC) in rats were 3-fold higher, whereas in mice and rabbits, exposures were lower
(less than 1-fold) than human exposures at the recommended daiy dose [see Datal.

Clnical Considerations.
‘The recommended dosage in pregnant patients is darunavir 600 mg taken with ritonavir
100 mg twice daly with food

Darunavir 800 mg taken with ritonavir 100 mg once daiy should only be considered in
certain pregnant patients who are already on a stable darunavir 800 mg with ritonavir
100 mg once daily regimen prior to pregnancy, are virologicaly suppressed (HIV-1 RNA
55 han 50 coples per L) and I Whom & Change t twie dal Caranav 00 mg weh
ritonavir 100 mg may compromise tolerabilty or complance [see Dosage and
Administration (2.4) and Clnical Pharmacology (12.3)]

Darunawrlmunavlr (6007200 mg twice dlyor 8007100 mg once dah)  combinaton
s evaluated in a ciinical tralof 36 pregnant women during

e cocond v Fmestas, andostoarain Eatteen sublects were enroled in

each BID and QD treatment arms. Twenty-nine subjects completed the trial through

the postpartum perd (6-12 weeks afer delvery)and 7 subecs dicontinued before

trial completion, 5 subjects i the BID arm and 2 subjects

data de darunavir and ritonavir as part
oo e ok regimen was lower during pregnancy compared with postpartum (6-
12 weeks). Exposure reductions during pregnancy were greater for the once daily
Tegimen as comparee to the twice Galy fegknen [see CInkal Pharmacoiogy (123

Vicloge response was prescrved, n the 90 rm he progorton ofsubjects with HIV-L
RNA <50 copies/mL were 39% (7/18) at baseline, 61% (11/18) through the third
imester visk, and 61% (LL18) through the 6-12 wesk postpartum k. Vioogic
teomes dusing he thd trinester vk showed H.1 BNA =50 colesimL for 11%
(2118) of subecs and were miss for 3 subjets (1 subjet dscontued prematurely
e o vrologe faure. I e QD arm the proporton o sublcts wih HIV 1 RIA <50
o e G156 (1LY o baseinc. 530 (19/18) troue e thrd trmester vk,
e 8% (1475) through the 623 wek gostportum vt Vrokgic oucomes dureg the
thid trimester visit showed HIV-1 RNA =50 copies/m for none of the
Wera s 11 3 Subects (1 SUbjct decontiued pramaturel due to ealgc Falre).

Darunavirfritonavir was el tolerated during pregnancy and postpartum. There were no
new clinicall relevant safety findings compared with the known safety profile of
darunavirritonavir in HIV-1-infected aduts.

Among the 31 nfants with HIV test resuls avaabe data born tothe 31 HIv-nfected

mpleted trial through delivery or postpartum period, all 31
fants had st Tesuls tha were negativ for HIV-L at the tim. o dlvery andlor
through 16 weeks postpartum. Al 31 infants received antiretroviral prophylactic
reatment containg zKovudne.

Based on prospective reports tothe APR of aver 980 exposures to darunavi-cortining
regimens durng pregnancy resuting n ive births (ncluding over G60 exposed n

firct rmester on over 320 oxposed i the secondtir trmester), the prevalence of
i efects 1 e D w3165 (959 C1 2 3910 5.3 5wt st tmester
exposure to darunavir-containing regimens and 2.5% (95% CI: 1.1% to 4.8%) with
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 ma/kg from gestation day (GD) 6-15 with
darunavir alone) and rats (doses up to 1000 mg/kg from GD 7-19 in the presence or
absence of ritonavir) as wel as in rabbits (doses up to 1000 mg/kg/day from GD 8-20
with darunavir alone). In these studies, darunavir exposures (based on AUC) were
higher in rats (3-fold), whereas in mice and rabbits, exposures were lower (less than 1-
fold) compared to those obtained in humans at the recommended clinical dose of
darunavir boosted with ritonavir.

8.2 Lactation

Risk Summary.
The Centers forDisease Controland Prevention recommend that HIV-nfected moters

Trera s ms dats an th presence of vt . ruman k. e afect on the
reastfed infant. or the effects on mik production. Darunavir is present in the mik of
lactating rats [see Datal. Because of the potential for (1) HIV transmission (in HIV-
negative nfans) (2) developng vea restance i HIV-postive fants) and (3)serous

a breastfed infant, instruct mothers not to breastfeed f they
rs(emﬂg  Garunavi Isce Use i Speciic Popultions (6.9

ot ts weh darunavir e or wih ronave) have demonstrated that darunavi
is secreted in the mik. In the rat pre- and postnatal development study, a reduction in
Pup booy welght gsn wes abserved due to exposure of pUps 1 arug substances v
imal maternal plasma exposures achieved with darunavir (up to 1,000
Gk i Thonaut) were appoximatel 50% of those obtaned 1 hurmans o i
recommended clinical dose with ritonav.

%37

8.3 Females and Males of Reproductive Potential

Contraception
Use of darunavir may reduce the efficacy of combined hormonal (untra(emwes and the
progestin only pil. Advise patients to use an effective akernativ nal)
o apive oo o A berrr metnad of controcpton.For co.adminetraton
with drospirenone, clinical monitoring is recommended due to the potential for
hyperkalemia (see Drug Interactions (7.3)].

8.4 Pediatric Use

Darunavirfritonavir is not recommended in pediatric patients below 3 years of age

because of toxicty and mortalty observed in juvenie rats dosed with uarunaw

(from 20 mg/kg to 1,000 mg/kg) up to days 23 to 26 of age [sex

Erecautions (5.10), Use h Specc Popuiions @.1)and m.ca/pharmacaiogy (12 3.
safety, pharmacokinetic profie, and virologic and immunologic responses o

darunavelfionai adminstered twice daly were eva\uated et perionced

HIV-1 infected pediatric subjects 3 to less than 1 590 a0 weightng at kst 10

kg. These subjects were evaluated in clnical ok eI 14.Co12 B0 subjects, 6 to

than 16 years of age) and TMC114-228 (21 subjects. 3 t lss than 6 years of age} y=H

(14,

1),
Frequency, type, a Severlty of adverse drug reactions n pedatric subjects- e
comparable o those observed n aduls [sce Adverse Reactions (6 1) Refer o Dosage,
and Administration (2:5) for twice-day dosing recommendations for pedatic subjects 3
to less than 18 years of age e weighing at lea:

In clinical trial TMC114-C230, the safety, pha oo profe snd vrologic and

reatmentnaive HIV-1-fected pedatic subjects 12 o less than 18 years of age (12
subiects) see Adverse Reoctons (0 1), inal Pharmacobgy (12314 CincalSues
(14.4)). Frequency, type, and severky of auverse e drug reactons n pditric

ere comparable to those observed  ady erse Reactions (6.1 Once da\\y
dosing recommendatons or pedtrc patints o lees tam 13

deriedlusing population pharacokinete modeing and simuation. ARhL
Goranave e s once oty Bosimg pedotr el was ot Eonducted  cHen ess
than 12 years of age. there s suffcen chricalsafety cata to support th predicted
darunavir exposures for the dosing recommendations in this age grol

Brarmbcoingy (153 Pesce sct Bossse and Adminstration (5.5 et once-del dosing
recommendations for pediatric subjects 3 to less than 18 years of age and weighing at

toxicity study where rats were directly dosed with darunavir (up to 1,000
malks), deaths occurred from post natl day 5 at plasma exposure eves ranging from
0.1t 10 of the human exposure levek,In  &-week ra toxcology study, when dosing
was Iniiated on post nata Gay 23 (the uman equivalent of 2 to 3 years of age)

deaths were absérved wEh & plasma expasure (1 combinaton weh rtonave) 2 tmes
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 to determine whether they respond differently from younger patients. In
general, caution should be exercised in the administration and monitoring of darunavir in
elderly patients, reflecting the greater frequency of decreased hepatic function, and of
concomitant disease or other drug therapy [see Clinical Pharmacology (12.3)].

8.6 Hepatic Impairment

No d is necessary for patients with ether mild or
moderate hepatic mpaiment. No pharmacoKinetc o safety data are avalabe regarding
the use of darunavir/ritonavir in subjects with severe hepatic impairment. Therefore,
Garumevtirtonavs & mot recommened fo e patients with severe hepatic
impairment [see Dosage and Administration (2.6) and Clinical Pharmacology (12.3)1.

8.7 Renal Impairment.
Popultin pharmacokinetic analsi shawed that the pharmacokinetcs of darunavir
ot snficant afected n HIVfected sublects wth moderate renal mpalment
(G7CL between 30.60 i 0). No pharmacokinetic data are avaiable in HIV-1-
infected patients with or end stage renal ; however,

darunayk may cause lrge hcresses
oncer of
These bonzodiasepen.

Titration is recommended whe
‘administerin Carunaveiionave
Wi Sedatives/hypnots metaboized
by CYP3A and a lower dose of the
sedatives/hypnotics  should  be
considered  with monkoring  for
Sverse evente.

So-admiitrotion of _ parenteral
midazolam should be done i

pecially if more than a sig)
dose of midazolam is administered,

hen  fesoterodin

admistered with darunavirkonave,
o not exceed a fesoterodine dose of

4 mg once daiy.

When  soifen:
aminstered weh darunav/rtonavi,
do ot exceed a solfenacin dose of 5
mg once daiy.



because therenalclerance of dsrunavk s kied, 2 decrease 1 ot body clerance &
ot expected in patints with rena imoafment. A carunavi and rkonavk are ighly
bouncio plasma proteins, k& unikely that they wil be sianfkanty removed by
hemoiayis or perkoneal diaysi [se6 Cincal pharmacoogy (12.9).

10 OVERDOSAGE

i imied. No speciic
antidote is avaiiable for darunavi. Treatment darunank
consists of general supportive measures including mummmq of vital signs an

observaton ofthe clnical status of the paten. Since darunavi i hghly pmzem bound,
dialysis is unikely to i

11 DESCRIPTION
Darunavir is an inhibitor of the human immunodeficiency virus (HIV-1) protease.
Darunavir tablets contain the active ingredient darunavir, present as darunavic
(amorphous) which has the following chemical name: [(15,2R)-3-

carbamic acid(3R, X its far for
is Ca7H37N3035 and ts molecular weight is 547.66. Darunavir (amorphous) has the
following structural formula:

11 ~
a4

A ;;J‘””T@L
w U

£ 3

a

Darunavi (Amorphous) 2 ket offwhite powder whkh s souie i
dichioromethane, sparingly soluble in methanol and insoluble in wat
Darunavt 600 mg tables: Bege colored, ovalshaped, biconvex. i coated tales,

Darunavir 800 m tablets: Brown colored, oval-shaped biconvex, fim-coated tablets,
debossed with “M" on one side and “800" on other
Each tablet also contains the inactive ingredients ool sk doide, crospovidone,
hydroxypropyl celulose, magnesium stearate, polacriin potassium, siicified
microcrystaline celllose and sodium chioride. The 600 mg tablet fim coating contains
iron oxide yelow, iron oxide red, polyethylene grycolzsso polyvinyakohobparcaly
hydrolyzed, tak, and titanium dioxide. The 800 mg tablet fim coating, contains iron
oxide red, polyethylene glycol 3350, polyvmy\zkoho\ partialy hydrolyzed talc, and
titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Darunavir is an HIV-1 antiviral drug [see Microbiology (12.4)].

12.2 Pharmacodynamics.

Cardiac Electrophysiology
In 3 thorough QTIQTe study n 40 heakhy subjects, darunavironavirdoses of 1.33
the maximum recommended dose did not affect the QT/QTc Interval

12.3 Pharmacokinetics

General
Darunavir s primarily metaboized by CYP3A. Ritonavir inhibits CYP3A, thereby increasing
the plasma concentrations of darunavir. When a single dose of darunavir 600 mg was
given oraly in combination with 100 mg ritonavi twice dail, there was an approximate
La-fod Rcrease n the systemic exposure of darunaut Therafore, darunavk should only
e used I combnaton Wt 100 mg of rkonevk to schieve suffclnt exposires

daru

runav, with low (100 mg),

s been evallsted i healthy adul vokinteers and i HIV-L-ifected subjects. Tabie 11

displays the population pharmacokinetic estimates of darunavir after oral administration

of darunavir /ritonavir 600/100 mg twice daiy (based on sparse samping i

atients in trial TMC114-C214, 278 patients in trial TMC114-C229 and 119 patients

[integrated data] from trials TMC114-C202 and TMC114-C213) and darunavir /ritonavir
07100 mg once daly (hased on sparse somplng in 335 patents n trial THC1L4-

€211 and 280 patients in trial TMC114-C229) to HIV-1-infected patients.

Table 11: Population Pharmacokinetic Estimates of Darunavir

1 500/100 mg Once Daly (Tril TMCI14.C211, 48-Week

Analysls "ana Tri TMCI14-Ca50, 45-Week Anaai) an

darunmvkritonavk 600/100 mg Twice Dall (Tri TMC124-C214, 43,
nalysis, Trial TMC114-C229, 48-Week Analysis and Integrated Data

From o T 40213 and THC114- €202, Primary 24-Week Analysis)

/ri Darunavir
500/100. i once u-ny twice daily

1 ritonavir 600/100 mg.

™elsca .

-C202

Parameter TMC114-  TMCl14- TMClla-  TMC114- Ameqmeudn-)
€211 N=335C229 N=280C214 N=285C229 N=278

AUC24h (ng.himL)?

Mean + 93026 93334 116796 114302 124698 + 32286
Standard £27050  £28626  £33504  +32681
Deviation
Median (Range) 87854 87788 111632 109401 23336
45000- (45456 (64874-  (48934-  (67714-212980)
219240)  236920)  355360)  323820)
COh (ng/mL)
an + 2282 + 1168 2160 + 1201 3490 1401 3386 + 1372 3578 1151
Standard
Deviation

Median (Range) 2041 1896 330: 3197 3539
(368-7242) (184-7881)  (1517-  (250-11865)  (1255-7368)
13198)

N=number of subjects with data
3AUC24h is calculated as AUCI2h2,

‘Absorption and Bioavaiabiity
Darunavi, co-adminstered wth 100 mg ronavir tuice daly, was sbsorbed folowing
4

bvwavaw\abl\my o7 Sk 800 g dose of doumnt one and afer co.admmEtaton with
mavi twice dal was 37% and 825, espective. I vio cata suggest that

Garumak ket s an bk of he Pgycepraten (»-gp) wnaporters
Effects of Food on Oral Absorption
When Garunavi tablets were acmistered wkh f00d, the Cnay and AUC of derunav,
co-administered with ritonavir, is approximately 40% higher relative to the fasting state.
Within the range of meals studied, darunavir exposure s simiar. The total caloric
Contentofthe varous mesks evakiate ranged from 240 Keal (12 gms fa) o 928 Keal
(56 gm:
Detsuton
Darunavir is approximately 95% bound to plasma proteins. Darunavir binds primari to
plasma alpha 1-acid glycoprotein (AAG).

b

cabolism

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

pnmarw undergoes oxkistve metsholsm. Darunaulr s etensiely metsbolzed by CYP
CYP3A. A mass balance study in heakthy

et @ sngl dose adminstration of 400 Mg 14C-darunavr, co-admnstered wih 100

\avir, the majority of the radioactivity in the plasma was

that was at least 90% less than the activity of darunavir against wid-type HIV-1
Elimination

A mass balance study in healthy volunteers showed that after single dose administration
of 400 mg 14C-darunavir, co-administered with 100 mg ritonavi, approximately 79.5%
and 13.9% of the administered dose of 14C-darunavir was recovered i the feces and

2% and 7.7%
of the administered dose in feces an ectively. The terminal eimination hai-ife
of darunavi was approximate L hours when co-admintered weh rkonavk. Afer
intravenous administration, the clearance of darunavir, administered alone and c
Scminstered wih 100 mg e daly rEoNauF, was 32.8 L and 5.9 L. respectely

ecial Populations
Hepatic Imparment
Darunaws i pinarty metabolzed by the wer. he steady stae pharmacokinet

arameters of darunavir were simiar after mutiple dose co-adminstral
Garanaetonave 6001100 o wice oy to Subcte i, nermel epatefunction
(n=16), mid hepatic mpairment (Chid- Pugh Ciass A, n=8), and moderate hepatic
impairment (Chi-Pugh Class B, e effect of severe hepatic impairment on the
pharmacokinets of arunave has not been evakiated (see Dosage and Adrirstaton
(2:6)and Use n Spectic Popuitions @)1
Hepatitis B or Hepatits C Virus Co-infection
The 45-weoK anayss of the data from Studies THCLLA-C211 and TMCI14-C214 i HIV-
1 infected subjects indicated that hepatits B andor hepatits C virus co-infection status
had no apparent effct on the exposure of carunau.
Renal Impairm
RERut from a mass baance study wih 14 darunavirtonavir showed tha
approximately 7.7% of the administered dose of darunavir is excreted in the urine as
unchanged drug. As darunavir and ritonavir are highly bound to plasma proteins, it is
unikely that they wil be signiicantly removed by hemodialysis or perttoneal dlysis
Popultion pharmacokinet anaye stiowed that the parmacoknetcs of Garunavi

ot significantly affected n HIV- 1-infected subjects with moderate renal

\mpa\rmen( (CrcL between 30-60 mLmin =20, There are no pharmacokinetc data
avaiable n HIV- ed patients with severe renal impairment or end stage renal
Gsease [see Use n Spectt Popuiatons (3.7
Gender

Population pharmacokinetic analysis showed higher mean darunavir exposure in HIV-
infecte females compared to males. This diference is not cical rekevant.

Popu\atnn pharmacokinetic analysis of darunavir in HIV-L-infected subjects indicated
that race nad no apparent effect on the exposure fo darunavr-

Geriatric Pati

Population pnarmamkmem analysis in HIV-1-infected subjects showed lhaldaruna\ur

pharmacokinetics are not considerably different in the age range (18 to

evaliated in HIV- L nected subfects (=12, age oreater than or equal 0 65 Geeeusein

specifc popuatons (6.5

Pediatric Patients

Darunavirirtonavir adminitered twice daiy
The pharmacokinetics of darunavi in combination weh rkonavk n 93 antretrovial
treatment- experienced HIV-1-infected pediatric subjects 3 to less than 18 years of age
g o s 10 K3 showed it e garnrercd WO et do%anes
resuked nsimiar darunave exposure when compared to the darunave exposure

hieve ed adults receiving 100 mg twice
Galy lsee Dosage ond Adminstraton (2,51
The pharmacokinetis of darunaut n combination with rkonav in 12 antetrovial
treatment-naive HIV-L-infected pedatric subjects 12 to less than 18 years of age and
weighing at least 40 kg recelving darunaviritonavi 800/100 mg once daily resuled in
simiar darunavir exposures when compared to the darunavr exposure achieved in
treatment-naive aduls receiving arunaviriritonavir 800/100 mg once daily [see Dosage
and Administration (2.5)).
Based on population pharmacokinetic modeling and simulation, the proposs
darunavk/rkanavironce dal dosing regmens for peditrc patints 3to oss than 12

of age s predicted to resukn st darunaulr exposures when compared to the

Sarimavi Sxposures achieved I treatment.naive aduls receing carunavrEonavr
50/100 g once day Isce Dosege and Admmbtraton (5.5
“The population pharmacokinetic parameters in pediatric subjects with darunavirritonavic
administered once or twice dally are summarized in the table below:
Table 12 Population Pharmacokinetic Estimates of Darunavi
Exposure (Trials TMC114-C230, TMC114-C212 and TMC114-
€228) Following Administration of Doses in Tables 2 and 3




once daily
twice daily

TMC114-C228¢
Parameter TMC114- €230
anN=12
10to 15t

less thanless than
TMC114- 15 kg® 20 kg
c212 =13

N=10
Auczan (ng himL)
84390 + 23587 126377 137896 157760
St Deviton £34356 +51420 54080
Median (Range) 86741 127340 124044 132698
(35527-123325) (67054- (89688- (112310~
230720) 261090) 294840)
Coh (ng/mL)
Mean 2141 £ 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.
© Calculated from individual pharmacokinetic parameters estimated for Week 2 and

k 4, based on the Week 48 analysis that evaluated a darunavir dose of 20 ma/kg
twice daily with ritonavir 3 ma/kg twice dail
< Subjects may have contributed pharmscok\nel\: detato both the 10 g o less then 15
kg weight group and the 15 kg to less than 2
e I kg toless than 20 kg weight group ecaea 380 3 138 m) darunavk oral
suspension twice dail
25 g (0.6 L) rtona oral soluton twice dai in THCTL4-C228, Calulted from
individual pharmacokinetic parameters estimated for Week 2 post-dose adjustment visi;

based on the - Week 48 analysis that evaluated a darunavir dose

of 380 mg twice daly
€ AUCaqn is calculated as AUCI2y*2.
Pregnancy and Postpartum
‘The exposure to total darunavir and ritonavir after intake of darunavir/ritonavir 600/100
mg twice daily and darunavir/ritonavir 800/100 mg once daily as part of an antiretroviral
regimen was generall lower during pregnancy compared with postpartum (see Table
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
Antiretroviral Regimen, During the 2nd Trimester of Pregnancy, the 3rd
Trimester of Pregnancy and Postpartum

Pharmacokinetics 20 Trimaster of pregnancy 3rd Trimester of pregnancy, Postparturs (-
of total darunavir (n=12) (n=12) 12 Weeks) (n=12)
(mear

Sfandard deviaton)

Cmax, ng/mL. 4668 + 1097 5328 = 1631 6659 + 2364
AUC24h, ng.h/mLb 78740 + 19194 91760 + 34720 113780 + 52680
Cmin, ng/mL 1922+ 825 2661 + 1269 2851 + 2216

an=11 for AUC24h
PAUC24h is calculated as AUCL2h*2.

able 14:  Pharmacokinetic Results of Total Darunavir After
Administration of darunavir/ritonavi at 00/100 mg Once Dally as Part of an
Antiretroviral Regimen, During the 2nd Trimester of Pregnancy, the 3rd
Trimester of Pregnancy and Postpartum

Pharmacakinetics 2nd Trimester of pregnancy 3rd Trimester of pregnancy Postpartum
of totsl darunavic (n=17) (n=15)

(m 12 Weeks)
Stondord deviion) (n=16)
Cmax, ng/mL. 4964 + 1505 5132 = 1198 7310 + 1704
AUC24h, ng.himL 62289 + 16234 61112 + 13790 92116
+29241
Cmin, ng/mL 1248 + 542 1075 £ 594 1473 £ 1141

Due to an increase in 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 daly regimen as compared to the twice daly regimen (see Figure 1)
Figure 1: Results c ison) of Total and

Unbound Darunavir After Administration of Darunavir/ritonavir at 600/100 mg
Twice Daily or 800/100 mg Once Daily as Part of an Antiretroviral Regimen,
During the 2nd and 3rd Trimester of Pregnancy Compared to Postpartum

Legend: 90% Cl: 90% confidence nteruat GHR: geometrc mean rato. Sok vertkcal ne
ratio of 1.0; dotted vertical fnes: reference ines of 0.8 and 1.

Drug Interactions
[See also Contraindications (4), Warnings and Precautions (5.5) and Drug Interactions
7).

Darunavir co-administered with ritonavir is an inhibitor of CYP3A, CYP2D6, and P-gp. Co-
dmintraton o darunav¥ and reonavk wkhdrugs primarly metabolized by CYP3A and

D6, or are transported by P-gp, may resul in increased plasma concentrations of
n drugs, which could increase or prolong thelr therapeutic effect and adverse

Darunavir and ronavir are metabolized 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-administration of darunavir and ritonavir

and other drugs that inhibt CYP3A or P-gp may decrease the clearance of darunavir and

ritonavir and may result in increased plasma concentrations of darunavir and riton

Drug nteractin studes were peformed whh darunaur and othr arugs kel o be co-

adminstered and some drugs commonly used as probes for pharmacokinetic
teractons. The effects o co-admntraton of darunawir o the AUC., Craseand Coin
values are summarized in Table 15 (effect of other drugs on darunavir) and Table 1

{effect of darumavic on other drugs). For nformation regarding cinicl
recommendations, see Drug Interactions (7).

Several interaction studies have been performed with a dose other than the

recommended dose of the co-administered rug 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% CI) of
darunavir

Pharmacokinetic parameters

Dose/Schedule administered drug no
Co- PK
administered drug  Co- Darunavir/
administered Drugritonavir Cmax  AUC  Cmin
Co-administration with other HIV protease inhibitors
Atazanavie 300mgqd.®  400100mg 13e 102 103 101
bidb 09 (094 (088
109 112 116)
Inginavic 800 mg biid. 400100mg 9 1 111 124 144
bid 098 (Log- (13-
12 142) 182
Lopinavir/itonavir 400100 mgbid. 1200100mg14 & 079 062
bid< ©67 (053 (039
092) 073 063
5331333mg 1200 15 4
bid mgb.ide 079 059
064 (050- (038
097) 070 052
Saquinavirhardgel  1000mgbid.  400100mg 14 : 083 074 058
capsule bid. ©75 (063 (047
0%2) 085 072
inistration with other HIV antiretrovi
Didanosine 400 mg .0 600100mg 17 093 101 107
bid ©86- (095 (095
1000 1o 121
Efavirenz 600 mg q.0. 300100mg 12 ¢ 085 087 069
bid ©72- (075 (054
1000 10 087)
Etraviine 200 mg biid. 600100mg 15 111 115 102
bid 01 (o (090
122 128 117
Nevirapine 200 mg biid. 400100mg 8 1 1409 1240 1020
bid a9 (079
173) 1) 132)
Ripiviine 150 mg q.0. 800100mg 15 090 89
ad 081 (081 (068
1000 099 116
Tenofovir disoproxi 300 mg q.d 30000mg 12 1 116 121 124
umarate biid ©94- (095 (090
142) 158 169)

Co-administration with other drugs

Artemether/umefantrine  80/480 mg  600/100mg 14  1.00 096 087



(6 doses at 0, 8, 24,b.id. (093 (0.90-  (0.77-0.98)
36, 48, and

107 1.03)
60 hours)
Carbamazepine 200 mg b.id. 600/100mg 16 104 099 085
bid. (093 (0.90-  (0.73-1.00)
116  1.08)
Clarithromycin 500 mg b.id. 400100 mg 176 083 087 101
bid. (0.72- (075 (0.81-1.26)
096)  101)
Ketoconazole 200 mg b.id. 400100mg 14 T 121 142 173
bid. (Lod- (123 (1.39-2.14)
140) 165
Omeprazole 20 mg q.d. 400/100mg 160 102 104 1.08
bid. (095  (0.96- 25)
100) 113
Paroxetine 20mg q.d. 400/100mg 160 097 1.02
bid. (0.92-  (0.95
102)  110)
Pitavastatin amgad 800/100mg 27 106 103 NA
ad (L00-  (0.95-
1120 112)
Rantidine 150 mg b.id. 400/100mg 16 096 095
bid. (0.89-  (0.90-
105 101
Rifabutin 150mgqode  600/100mg 11 T 142 157 175
bid. 2 (128 (128237
167)  1.93)
Sertraline 50 mg q.d. 400100 mg 13e 101 098 094
bid. (084-  (0.76-1.16)
1.14)

(0.89-
114)

N = number of subjects with data
3.q.d. = once dally

b bid. = twice daiy

< The pharmacokinetic parameters of darunavir in this study were compared with the pharmacokinetic parameters folowing administration of darunavirritonavir
600/100 mg twice daiy.

9 Ratio based on between-study comparison,

©q.0.d = every other day

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

LS Mean ratio (90% Cl) of
co-administered drut
pharmacokinetic parameters.
‘with/without darunavir
Dose/Schedule no effect =1.00
Co-administered drug

Co-administered drug Darunavir/ N PK
ritonavir Cmax ~ AUC  Cmin

Co-administration with other HIV protease inhibitors

Atazanavir 300 mg .d.2 400100mg 130 0.89 108 152
/100 mg ritonavir bid. b (0.78-1.01) (0.94-1.24) (0.99-
.. when administered alone 234)

300 mg hen

administered with darunavir/ ritonavir

Indinavir 800 mg b.id. 400100mg 9 1 108 123 225
bid (0.95-1.22) (1.06-1.42) (1.63-
b.id. when administered alone 310

800 mg b.i.d. when
administered with darunavir/ ritonavir

Lopinaviriritonavir 4001100 mg b.id.< 1200100m 14 & 098 109 123
abid. (0.78-1.22) (0.86-1.37) (0.90-
169)
533/133.3mg 1200mg 15 & 111 1.09
bid bid. (0.96-1.30) (0.96-1.24) 113
(0.90-

Saquinavir hard gel capsule 1,000 mg biid. 400100mg 12 & 0.94 094 082
/100 mg ritonavir b.id. when bid. (0.78-1.13) (0.76-1.17) (0.52-
administered alone 130
1,000 mg b.id. when administered
with darunavi/ ritonavir

inistration with other HIV antir i

Didanosine 400 mg q.d. 600/100mg 17 » 084 0.91 -
bid (0.59-1.20) (0.75-1.10)
Dolutegravir 30mgq.d 600/100mg 15 & 0.89 078 062
bid (0.83-0.97) (0.72:0.85) (0.56-
0.69)
Dolutegravir 50mg a.d. 600/100mg 9 I+ 088 075 063¢
bid. with 200 (0.78-1.00) (0.69-0.81) (0.52-
mgb.id 0.76)
etravirine
Efavirenz 600 mg q.d. 300100mg 12 1 115 11 117
bid (0.97-135) (1.08-1.36) (1.01-
1.36)
Etravirine 100 mg biid. 600/100mg 14 1 0.68 063 051
bid.
(0.57-0.82) (0.54-0.73) (0.44-
0.61)
Nevirapine 200 mg biid. 400100mg 8 1 118 127 a7
bid. (1.02-137) (1.12-1.44) (1.20-
182)
Ripivirine 150 mg a.d 800/100mg 14 1 179 230 278
q.d. (1.56-2.06) (1.98-2.67) (2.39-
3.24)
Tenofovir disoproxi fumarate 300 mg a.d 300100mg 12 1 124 122 137
bid (1.08-1.42) (1.10-1.35) (119
157)
Maraviroc 150 mg biid. 600/100mg 12 1 229 4.05 800
bid (146-3.59) (294-5.59) (6.35-
101
600/100mg 10 1 177 310 527
bid. with 200 (1202.60) (257-3.74) (@51-
ma b.id 6.15)
etravirine
Co-administration with other drugs
Atorvastatin 40 mg q.d. when administered alone 300/00mg 15 1 056 085 181
bid (0.48:0.67) (0.76-0.97) (1.37-
10 mg q.d. when 2.40)
administered with darunavir/ronavir
Artemether 80 mg single dose 600/100mg 15 & 085 0.91 -
bid (0.68-1.05) (0.78-1.06)
Dhhydroartemisinin
151 106 112 -
(0.82-1.39) (0.96-1.30)
Artemether artemether/ lumefantrine 80/480 mg 600/100mg 15 ¢ 082 084 097
Dihydroartemisinin Lumefantrine (6 doses at 0, 8, 24, 36, 48, and 60 b.id. (0.61-111) (0.69-1.02) (0.90-
1.05)
151 082 082 100
(0.66-1.01) (0.74-0.91) (0.82-
122)
151 165 275 226
(1.49-1.83) (246-3.08) (1.92-
2.67)
Buprenorphine/ Naloxone 872 mg to 16/4 mg a.d. 600/100mg 17 @ 092¢  089° 098¢
bid (0.79-1.08) (0.78-1.02) (0.82-
Norbuprenorphine 116)
71 136 146
(L06-1.74) (1.15-185) 171
@29
227)
Carbamazepine 200 mg b.id. 600/100mg 16 1 143 145 154
bid (134153 (135-157) (141-
1.68)
Carbamazepine epoxide: 161 045 0.46
(0.43-0.49) (0.44-0.49) 0.48
(0.45-
0.51)
Clarithromycin 500 mg bid. 400100mg 17 1 126 157 274
bid (1.03-154) (1.35:1.84) (2.30-
3.26)
Dabigatran etexiate 150 mg 800/100mg 14 1 164 172 -
single dose (121223) (1.33223)
800/100mg 13 1 122 118 -
qaf (0.891.67) (0.901.53)
Dextromethorphan 30mg 600/100mg 12 1 227 2.70 -
bid (1.59-3.26) (1.80-4.05)
Dextrorphan L 087 0.96 -
(0.77-0.98) (0.90-1.03)
Digoxin 0.4mg 600/100mg 8 T 115 136 -
bid. (0.89-1.48) (0.81-2.27)
Ethiny estradiol (EE) Ortho-Novum 1/35 600/100mg 11 4 068 056 038
(35 g EE /1 mg NE) bid (0.61:0.74) (0.50-0.63) (0.27-
0.54)
Norethindrone (NE) 1m4 090 0.86
(0.83-097) (0.75-098) 0.70
(0.51-
0.97)
Ketoconazole 200mg bid 400100mg 15 1 211 312 968
bid. (1.81-2.44) (2.65-3.68) (6.44
14.55)
R-Methadone 55:150 mg q.d. 600/100mg 16 L 076 084 085
bid. (0.71:0.81) (0.78-0.91) (0.77-



Omeprazole 40 mg single dose. 600/100 mg 12
bid.

5-hydroxy omeprazole

Paroxetine 20 mg q.d. 400/100mg 16 4
bid.

Pitavastatin 4mgq.d. 800/100 mg 27
ad.

Pravastatin 40 mg single dose 600/100 mg 14
bid.

Rifabutin 150 mg q.0.d.9 600/100 mg 11

when administered with darunavic  b.id. "

300 mg q.d. when

25-0-desacety rifabutin administered alone mt

Sertraline 50 mg q.d. 400/100mg 13 ¢
bid.

Sidenafi 100 mg (single dose) administered  400/100 mg 16 1
alone bid.

25 mg (single dose) when
administered with darunavir/ ritonavir

S-warfarin 10 mg single dose. 600/100mg 12 &
bid.

7-OH-S-warfarin 121

N = number of subjects it detai- = no nformetion avalable
2q4, e daly

5Bt = twice daly
© The pharmacokinetic parameters of lopinavir In this study were compared with the
pharmacokinetic parameters folowing administration of lopinavir/itonavir 400/100 mg
twice daiy.
@ Noted as C+ or Caa in the dolutegravir U.S. prescribing information
© Ratiois for buprenorphine; mean Conax and AUCz for naloxone were comparable
when buprenorphine/naloxone was administered with or without arunavir/rtonavir
1800/100 mg a.d. for 14 days before co-administered with dabigatran etexiate.

= every other da)
" n comparison to rifabutin 300 mg once daiy.

12.4 Microbiology

Mechanism of Action

Darunavir s 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.

Darunavr exhbts actiky against Bboratorystrains and clnical sobtes of HIV-1 and
laboratory strains of HIV-2 in acutely infected T-cel lines, human peripheral

nor cels and human with median ECso \ohes
ranging from 1.2 to 8.5 nM (0.7 to 5 ng/mL). Darunavir demonstrates antiviral activity in
cel culture against a broad panel of HIV-1 group M (A, B, C, D, E, F, G), and group O
primary isolates with ECso values ranging from less than 0.1 to 4.3 nM. The ECs value

of darunavir increases by a median factor of 5.4 in the presence of human serum.

Darunavi did not show antagonism when studed i combinatin wth the Pls

mprenaui,atazanavi, diauir opinavi, nefinaur,rtonavi, saquinavr, or thranav,
The NIDRTIS abacout, ddanosin, emtrckabine, amivuing,siovadine tanofou
Zakiabine, or 7idovucine, the NNRTIS deloviine, ripniine, efavkens, eravirne, or
nevirapine, and the fusion inhibitor enfuvirtide.

Resistance
Cell Culture: HIV-1 isolates with a decreased susceptibiity to darunavir have been
selected in cel cukure and obtained from subjects treated with darunavir/ritonavir.
Darunavi-resistant virus derived in cell culture from wid-type HIV-1 had 21- to 88-fold
decreased susceptiviity to darunavir and developed 2 to 4 of the following amino acid
substiutions S370, RAIEIT, K550, H69Q. K70E, T74S, V771, or 185V in the protease.

ction in cel culture of darunavir resistant HIV-1 from nine HIV-1 strains harboring
multipke Pl resistance-associated mutations resulted in the overal emergence of 22
mutations in the protease gene, coding for amino acid substitutions L10F, V111, 113V,
115V, GL6E, L231, V321, L33F, S37N, Md6l, [47V, 150V, F53L, L63P, A71V, G735, LT6V,
VB2, 184V, TOIAS, and Q92R, of which L1OF, V321, L33F, S37N, M46l, 147V, 150V,
L63F, A71V, and I84V were the most prevalent. These darunavir.resistant vruses had at
least eight protease substiutions and exhibited 50- to 641-fold decreases i darunavic
Susceptibilty with final ECsg values ranging from 125 nM to 3461 nM,
Clinical trals of darunavir/ritonavir i treatment-experienced subjects: In a pooled analysis
of the 600/100 mg darunavir/ritonavir twice daiy arms of triaks TMC114-C213, TMC114-
€202, TMC114-C215, and the control arms of etravirine trials TMC125-C206 and
TMC125-C216, the amino acid substitutions V321 and I54L or M developed most
frequently on darunavir/ritonavi in 41% and 25%, respectively, of the treatment-
xperinced subjects who experience vrobok falure, sther by reboun o by never
being suppressed (less than 50 copies/mL). Other substitutions that develoy
freauenty n darunavir/rkonavi vrdogicfalure olates accurred t amino acd postions
VLI, 115V, L33F, 147V, IS0V, and L89V. These amino acid substitutions were associated
with decreased susceptbilty to darunavir; 0% of the virologic failure isolates had

reater than 7-fold decrease in susceptbilty to darunavir at faiure, The median
darunavir phenotype (fold change from reference) of the virologic faiure isolates was
t baseine and 85-fold at failre. Amino acid substitutions were also observed in
the protease cleavage sites in the Gag polyprotein of some darunavirritonavir virologic
failure isolates. In trial TMC114-C212 of treatment-experienced pediatric subjects, th
amino acid substitutions V32, 154L and LBIM developed most frequently in virologic
failures on darunavir/rtonavir.
In the 96-week as-treated analysis of the Phase 3 trial TMC114-C214, the percent of
virologic faiures (never suppressed, rebounders and discontinued before achievin
Suppression) was 21% (62/298) in the group of Subjects receiving darunavirritonavir
fily compared to 32% (96/297) of subjects receiving
lopinavir/ritonavir 400/100 mg twice daly. Examination of sublects who failed on
darunavir/ritonavir 600/100 mg twice dail and had post-baseline genotypes and
phenotypes showed that 7 subjects (7/43; 16%) developed PI substitutions on
derunarrtanvt restment esukig  decreasedsusccptbiky Lo dornovr. i of the
7 had baseline P| oh
Glostet than 7. T mock ommon emerging I substtutons n these vrologe Takrce
were V321, L33F, M46 or L, 147V, 154L, T74P and L76V. These amino acid substitutions
were associated with 59- to 839-fold decreased susceptibilty to darunavi at failre.
Examination of individual subjects who falled in the comparator arm on lopinavir/rtonavic
and had post-baseine genotypes and phenotypes showed that 31 subjects (31/75;
41% developed substhtons on opiaut trstment esutihg b decreased suscepthiky
to lopinavir (greater than 10-fold) and the most common substittions emerging on
L101 or F. M46l or L, 147V or A, 154V and L76V. Of the 31

lopinaviriritonavir virologic failure subjects, 14 had reduced susceptivity (greater than
10-fold) to lopinavir at baselne.
In the 48-week analysis of the Phase 3 trial TMC114-C229, the number of virologic
failures (including those who discontinued before suppression after Week 4) was 26%
(75/294) in the group of subjects receiving darunavir/ritonavir 800/100 mg once dally
compared to 19% (56/296) of subjects recelving darunavirfritonavir 600/100 mg twice
daly. Examination of isolates from subjects who failed on darunavirritonavir 800/100
mg once daiy and had post- baseline genotypes showed that 8 subjects (8/60; 13%)
had isolates that developed IAS-USA defined P! resistance-associated substitutions
compared to 5 sublects (5/39; 13%) on darunavi/ritonavir 600/100 mg twice daly.
Isolates from 2 subjects deveioped P! resistance associated substiutions associated
with decreased susceptibilty to darunavir; 1 subject solate in the darunavir/ritonavir
8007100 mg once daily arm, developed substitutions V321, M46, L76V and 184V
associated with a 24-fold decreased susceptibity to darunavir, and 1 subject isolate in
the darunavir/ritonavir 600/100 mg twice day arm developed substiutions L33F and
150V associated with a 40-fold decreased susceptibiity to darunavr. In
darunavirritonavir 800/100 mg once daily and darunavir/ritonavir 600/100 mg twice dally
groups, isolates from 7 (7/60; 12%) and 4 (4/42; 10%) virologic faires, respectively,
developed decreased susceptivity to an NRTI included in the treatment regimen.

Glrialriss of darunavirtonavk ntrestment nalye subjects: In the 192-weekcas-
ed analysis censoring those who discontinued before Week 4 of the Phase 3 trial
T the percentage of virologic faiures (never suppressed, rebounders an
discontinued before achieving suppression) was 22% (64/288) in the group of subjects
receiving darunavir/ritonavir 800/100 mg once daiy compared to 29% (76/263) of
subjects receiving lopinavir/ritonavir 800/200 mg per day. In the darunavir/ritonavir arm,
emergent Pl resistance- associated substitutions were dentif
failures with post-baseline genotypic data (n=43). However, none of the darunavir
virologic faires had a decrease in darunavir susceptibilty (greater than 7-fold change)
at failure. In the comparator lopinavir/ritonavir arm, emergent PI resistance-associated
bstitutions were identified in 17 of the virologic failures with post-baseline genotypic
data (n=53), but none of the lopinavir/ritonavir virologic failures had decreased
susceptibiity to lopinavir (greater than 10 fold change) at failure. The revers:
transcriptase M184V substitution and/or resistance to emtricitabine, wi
Inchuded inthe fixed background regemen, was Kentfied n 4 urologk fakires from the
darunavir/ritonavir arm and 7 virologic failures in the lopinavir/ritonavir arm.
Cross-resistance

Cross-resistance among Pls has been observed. Darunavir has a less than 10-fokd
decreased susceptiilty in cell cuture against 90% of 3309 clinical solates resistant to
amprenavir, atazanavir, indinavir, lopinavir, nefinavir, ritonavir, saquinavir and/or
tipranavir showing that viruses resistant to these PIS remain susceptible to darunavir.
Darunavir-resistant viruses were not susceptible to amprenav, atazanavr, indinavir,
lopinavir, neffinavir, ritonavir or saquinavir in cell culture. However, six of nine darunavir-
resistant viruses selected in cel culture from Pl-resistant viruses showed a fold change
I ECso ke kss than > fr tpranavk, ndicetive ofkmked cross.reskance betwoen
darunavir and tipranavir. In trials -C213, TMC114-C202, and TMC114-C215,
Sk OAnE) of Subfete i dorinave /iKonavi 3 whose baseiné Saries
had decreased susceptibilty 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 failre on darunavir /ritonavir 600/101

twice day (greater than 7-fold change), 41% were stil susceptible to tipranavir and 10%
were susceptible to saquinavir while less than 2% were susceptible to the other protease
inhibitors (amprenavr, atazanavir, indinavir, lopinavir or neffinavir).

In trial TMC114-C214, the 7 darunaviriritonavir virologic failures with reduced
Susceptibiity to darunavir at falure were aiso resistant to the approved Pls,
(fos)amprenavir, atazanavir, lopinavir, indinavir, and neffinavr 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 baselne.

Cross-resistance between darunavir and nucleoside/nucleotide reverse transcriptase
inhibitors, non-nucleoside reverse transcriptase inhibitors, fusion inhibitors, CCRS co-
receptor antagonists, or integrase inhibitors is unliely because the viral targets are
different.

Baseine Virologic Out iy
notypic andjor phenotypic analyss of baseline virus may aid in determining darunavir
susceptibiity before initiation of darunavir/ritonavir 600/100 mg twice daiy therapy. The
effect of baseline genotype and phenotype on virologic response at
analyzed in as- treated analyses using pooled data from the Phase 2b trials (Trials
TMC114-C213, TMC114 €202, and TMC114-C215) (n=439). The findings were confirmed
ith aditonal genatypic and phenotypi data rom the control arms of etraviine trls
TMC125-C206 and TMCL25-C216 at Week 24 (n:
Diminshed virologic responses were observed in sumec(s with 5 or more baseline IAS-
defined primary protease inhibitor resistance-associated substitutions (D3ON, V32,
L33F, MAGI/L, I47AN, G4BV, ISOLV, 154L/M, LT6V, VB2AJFLISIT, 184V, N88S, LIOM) (see
Table 17).

Tabie 17: Raspansa to derunaviritonavic 600100 mg Tuice Dully by Baselne
Numbe
treated Analysls o Toale TMCI14.Co13, TMC114.C202, and THCIA4-CO15

# Ins-defined _ Proportion of subjects with <50 copies/mL at

primary P! Week 96 N=439
e tations

Overall de novoENF  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) 47% (9719) 13% (7/55)

066 0.58
(0.48-0.90) (0.50-0.66)

1 093 084
(0.71-1.21) (0.77-0.92)

064 0.61
(0.59-0.71) (0.56-0.66)

L 09 0.74
(0.84-1.09) (0.69-0.80)

T 163 181
(0.95-2.82) (1.23-2.66)

T om 093
(0.55-0.93) (0.80-1.09)

4.77 9.81
(4.04-5.63) (8.09-11.9)
056 051
(0.49-0.63) (0.46-0.58)

062 0.97
(0.55-0.70) (0.86-1.09)

092 0.79
(0.86-0.97) (0.73-0.85)

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

0.94)

063
(0.55-
073)

1.64
(1.48-
181)

(222-
332)

051
(0.45-
057)



=6 9% (3/32) 17% (1/6) 8% (2126)

ENF=enfuvitide

1AS Primary Pl Substitutions (2008): D30N, V321, L33F, MAGI/L, I47AN, GA8V, IS0LV,
154L/M, L76V, VB2A/F/LISIT, 184V, N8BS, LIOM

‘The presence at baseine of two or more of the substitutions V111, V321, L33F, 147V,
150V, 154L or M, T74P, LT6V, 184V or LBOV was associated with a decreased virologic
response to darunavir/ritonavir. In subjects not taking enfuvirtide de novo, the
proportion of subjects achieving viral load less than 50 plasma HIV-1 RNA copies/mL at
96 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 (it I susceptblty retve toreference) was shown to

be a predictive factor of virologic outcome. Response rates assessed by bas
darunayi phenotype are shown i Tabl 16, These basehne Ahenotype aroupe are based
select patient populations in the trials TMC114-C213, TMC114-C202, and TMC114-

C215, and e hot meart ta represent definkive cinical suscepmbmy breakpoints for
darunavirritonavir. The data are provided to give clincians information on the likelitood
of virologic success based on pre-treatment susceptiilty to darunavir.

Table 18: Response (HIV-1 RNA <50 copies/mL at Week 96) to
darunavir/ritonavir 600/100 mg Twice Daily by ~Baseline Darunavir
Phenotype and by Use of Enfuvirtide: As-treated Analysis of
Traks TMC114-C213, TMC114-C203, and TMC114-315

Proportion of subjects with <50 copies/mL at
DRV phenotype Week 96 N=417

Al de novo ENF  Re-used/No ENF
Ooverall 175/417 (42%)  61/112 (54%) 131327 (40%)
0-7 1481270 (55%)  44/65 (68%) 104205 (51%)
>7-20 16/53 (30%) 717 (41%) 9736 (25%)
>20 11/94 (12%) 6/23 (26%) 5/71 (7%)

ENF=enfuvitide

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity

Carcinogenesis and Mutagenesis
Darunavir was evaiaed fr carcinogeric potentl by ora gavage dintration o ice
and rats up to 104 weeks. Daly dos 50, 450 and 1,000 mg/kg were administered
o' mice ang os6s of S0, 150 and 500 malkg wos admintered o tate A dose reltes
increase in the incidence of hepatoceluiar adenomas and carcinomas were observed in
males and females of both species as wel as an increase in thyroid folicular cell
adenomas in male rats. findings in rodents
to be of Imited relevance to humans. Repeated administration of darunavir to rats
caused hepatic microsomal enzyme induction and increased thyroid hormone
elimination, which predispose rats, but not humans, to thyroid neoplasms. At the

ted doses, the systemic exposures to darunavir (based on AUC) were
betuween 0.4- and 0.7-fokd (mice) and 0.7- and 1-fold (rats), relative to those observed in
humans at the recommended therapeutic doses (600/100 mg twice daly or 800/100 mg

once daly).
Darunavir was not mutagenic or genotoxic i 2 battery of nviro and n iv assays
including (Ames), c in human

\ymphocyles and in vivo micronucleus test in mice.

No efcts on ferty or early embryonic development were abserved wkh darunavir in

14 CLINICAL STUDIES.

14.1 Description of Adult Clinical Trials

‘The evidence of efficacy of darunavir/ritonavir is based on the analyses of 192-week
data from a randomized, controlied open-label Phase 3 trialin treatment-naive (TMC114-
C211) HN- L ifected sk subjects and 96-week cata from o randomized,coniroled.
open-label Phase 3 trialin antiretroviral treatment-experienced (TMC114-C214) HIV-1-
cien aduk sobjece: I addon. 6wk Aot are mciaged from 2 randomeec
controlled Phase 2b trials, TMCL14-C213 and TMCL14-C202, In antiretroviral treatment-
experienced HIV-1-infected adult subjects.

14.2 Treatment-Naive Adult Subjects

TMCLL: s a randomized, controlled, open-label Phase 3 trial comparin
darunavirritonavir 800/100 mg once daly versus lopinavir/ritonavir 800/200 mg per day
(given as a twice daiy or as a once daly regimen) in antiretroviral treatment-naive HIV-1-
nfected adult subjects. Both arms used a fixed background regimen consisting of
tenofovir disoproxil fumarate 300 mg once daily (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 stratified by screening plasma viral
load (HIV-1 RNA less than 100,000 copies/mL or greater than or equal to 100,000
copies/mL) and screening CDA+ cell count (less than 200 celis/mm? or greater than or
equal to 200 celis/mm3). Virologic response was defined as a confirmed plasma HIV-1
RNA viral load less than 50 copies/mL. Analyses included 689 subjects in trial TMC114-
€211 who had completed 192 weeks of treatment or discontinued earier.

Demographics and baseline characteristics were balanced between

darunavirritonavir arm and the lopinavir/ritonavir arm (see Table 19). Table 19 compares
the demographic and baseiine characteristics between subjects in the darunavi/ritonavir
8007100 mg once daly arm and subjects i the lopinavironavr 800/200 mg per day
arm in trial TMC114-C21

Demographic and Baseline Characteristics of Subjects in
TrarTME114.Co0E

lopinavir/ritonavir 800/200
Darunavir/ritonavir  mg per day + TDF/FTC
00/1 onc: N=346

daily + TDF/FTC
=343

Demographic characteristics

Median age (years) 34 (18-70) 33(19-68)
(range, years)
Sex
Male 70% 70%
Female 30% 30%
Race
White a0% as%
Black 23% 21%
Hispanic 23% 22%
Asian 13% 1%

Baseline characteristics

Mean baseline plasma
HIV-1 RNA (log 486 484
10 copies/mL)

Medan _baseine
228(4-750) 218 (2-714)

count 4ceus/mm3)
(range, cels/mm?)
Percentage of patients

ith baseline viral load 34% 35%
2100,000 copies/mL
Percentage of patients
with baselne CD4+ cell 1% 43%
count <200 cels/mm3

FTC=emtricitabine; TOF=tenofovir disoproxil fumarate
k 192 outcomes for subjects on darunavir/ritonavir 800/100 mg once daly from trial
14 511 are Snown b Tabk 20

Virologic Outcome of Randomized Treatment of Trial TMC114-
Gt avi02 Weeke

o 800/200
mg once daily + TDF/FTC  mg per day + TDF/FTC
N=343 N=346

Virologic success 70% 2 61%
HIV-1 RNA
<50 copies/mL

Virologic failure® 12% 15%
No virologic data

at Week

192 window ©

Reasons

Discontinued trial 5% 13%

due to adverse
event or death ¢

Discontinued trial 13% 12%
for other reasons ©

Missing data <1% 0%
during window but

on trial

N = total number of subjects with dat
295% CI: 1.9 16.1

“TC=emtricitabine; TDF=tenofovir disoproxil fumarate

3
Includes patients who discontinued prior to Week 192 for lack or loss of efficacy and patients who are =50 copies in the 192-
week window and patients who had a change in thei background regimen that was not permitted by the protocol
©Window 186-198 Weeks
“Includes patients who discontinued due to adverse event or deat at any tme point
from Day 1 through the time window I this resuled in no virologi data on treatment
during the spectfied window.
ther ichuds: wkhdrew consent, ss o folowup tc.,

the viral load at the time of discontinuation was <50 copies/i
10 tral TMCLL4-C211 at 192 weeks of treatment, the median increase from baseine in
CDA+ cel counts was 258 cells/mm? in the darunaviritonavi 8007100 mg once daiy
arm and 263 cels/mm? in the lopinavir/ritonavir 800/200 mg per day arm. Of the
darunaviritonavir subjects with a confirmed virologic response of <50 copies/mL at

eck-48, 81% remained undetectable at Week 192 versus 68% with lopinavir/rtonavir.
In the 192 week analysi, statistical superioriy of the darunavirronavi regimen ove
the lopinavirrionavir regimen was demonstrated for both T and OP populations.



14.3 Treatment-Experienced Adult Subjects

TMC114-C229 is a randomized, open-label tria comparing darunaviritonavir 800/100
mg once day to darunavirirtonavi 600/100 mg twice daiy in treatment-experienced
HIV-Linfected patients with screening genotype resistance test showing no darunavir
resistance associated substitutions (€. V111, V321, L33F, 147V, 150V, I5dL, 154M, T74P,
L76V, 184V, L89V) and a screening viral ad 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 eligible for this trial were on a highly active

antiretroviral therapy regimen (HAART) for at least 12 weeks. Virologic response was.
ined 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 darunavir/ritonavir

600/100 mg twice daiy arm in trial TMC114-C229. No imbalances between the 2 arms

were noted.

Table 21:  Demographic and Baseline Characteristics of Subjects in

Trial TMC114-C229

i/ritonavir 800/100
mg once daily
+ OBR N=294

600/100 mg twice
dally + 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% 20%
Hispanic 16% 20%
Asian 16% 14%
Baseline characteristics
Mean baseline plasma HIV- 419 413
1 RNA (logyo copies/mL)
Median baseline CD4+ cel
count (cells/mm?) (range, 219 (24-1306) 236 (44-864)
cells/mm3)
Percentage of
patients  with 13% 1%
baseline
viral load
2100,000 copies/mL
Percentage of patients
with baseline CDA+ 3% 39%
cel count
<200 cells/mm?
Median darunavir fold 050 (0.1-1.8) 050 (0.1-1.9)
change (range) 2

tedian number
of resistance-associated 1.
Pl mutations 3 4
NNRTI mutations. 2 1
NRT! mutations. 1 1

Percentage of subjects
susceptible to all avaiable 88% 86%
Pls at baseine

Percentage of subjects

baseline primary protease
inhibitor mutations ®

o 8a% 8a%
1 a% 9%
2 % a%
=3 % %

Median number of ARVs.
previously used &

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

dose ritonavir)

OBR=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-

December 2008. Top HIV Med 2008; 16(5): 138-145

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

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

ir 800/100 itonavir 600/100

mg once daily mg twice dally
+ OBR N=294 + OBR N=296

Virologic success 69% 69%

HIV-1 RNA

<50 copies/mL

Virologic failure 2 26% 23%

No virologic data

at Week

48 window ®

Reasons

Discontinued trial 3% 4%

due to adverse

event or death ©

Discontinued trial 2% 3%

for other reasons.

d

Missing data 0% <1%

during window

© but on trial

B

N = total number of subjects with data;
Includes patients who discontinued prior to Week 48 for lack or loss of efficacy, patients who are 250 copies in the 48-
week window, patients who had a change in their background regimen that was not permitted in the protocol (provided the switch occurred before the eariiest 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 avaiable viral load was detectable (HIV RNA =50 copies/mL)
b Window 42-54 Weeks
Patients who discontinued due to adverse event o death at any time point from Day 1 through the time window if this resulted in no virologic
data 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 both
treatment arms (108 cell/mm3 and 112 cels/mms3 in the darunavir/ritonavir 800/100
mg once daly arm and the darunavir/ritonavir 600/100 mg twice daiy arm, respectively).
IMC114-C214

pimized background regimen

TMCLL: s a randomized, controlled, open-iabel Phase 3 trial comparin
darunavirritonavir 600/100 mg twice daily versus lopinavir/ritonavir 400/100 mg twice

subjects. Both arms used an optimized background regimen consisting of at least 2
antiretrovirals (NRTIs with or without NNRTIs).
HIV-L-infected subjects who were elgible for this trial had plasma HIV-1 RNA greater
than 1,000 copies/mL and were on a highly active antiretroviral therapy regimen
(HAART) for at least 12 weeks. Virologic response was as a confirmed plasma
HIV-1 RNA viral load less than 400 copies/mL. Analyses included 595 subjects in trial
TMC114-C214 who had completed 96 weeks of treatment or discontinued earlier.
Demographics and baseline characteristics were balanced between the
darunavirritonavir arm and the lopinavir/ritonavir arm (see Table 23). Table 23 compares
raphic 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:  Demographic and Baseline Characteristics of Subjects in
Trial TMC114-C214.

600/100 400/100
mg twice daily + OBR mg twice daily + OBR
N=298 N=297

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 (log1o copies/mL) 433 428
Median baseline CD4+ cel count (cels/mm?) (range,
cells/mm?) 235 (3-831) 230 (2-1096)
Percentage of patients with baselne viral load

100,000 copies/mL 19% 17%
Percentage of patients with baseine CD4+ cel
count 0% 0%
<200 cells/mm3
Median darunavir 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) 0.80 (0.30-74.50)

Median number of resistance-associated 2

Pl mutations a a
NNRTI mutations. 1 1
NRT! mutations 2 2

Percentage of subjects with number of baseline primary
protease inhibitor mutations

=1 78% 80%
2 8% 9%
=3 13% 1%

Median number of ARV previously used b

NRTIs 4 4
NNRTIS 1 1
Pls (excluding low-dose ritonavir) 1 1

Percentage of subjects resistant ¢ to all available ¢ Pis 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 ARVs, excluding low-dose ritonavir
< Based on phenotype (Antivirogram®).

9 Commerciall avaiable Pls at the time of trial enroliment
Week 96 outcomes for subjects on darunavir/ritonavir 600/100 mg twice daly from trial
TMC114-C214 are shown in Table 24
Table 24:  Virologic Outcome of Randomized Treatment of Trial TMC114-
€214 at 96 Weeks

Darunavir /ritonavir 600/100 lopinavir/ritonavir 400/100
mg twice daily + OBR mg twice daily + OBR
298 =

Vidagi success 58% 52%
HIV-1
<50 (umes/ml

Virologc failure 2 26% 33%
No irologi data

36 windon’

Reasons

Discontinued trial 7% 8%
event or death ©

Discontinued trial 8% 7%
for other reasons

Missing data 1% <1%
during window
© but on trial

N = total number of subjects with data; OBR=optimzed background regimen
2 Includes patients who discontinued prior to Week 96 for lack or loss of efficacy g patents who are =50 copies in the 96-

window and patients who had a change in their OBR that was not perm
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

ta on treatment dunng the specified window.

ther ncldes: whhdrew consent, loss to folow-up, tc., i the vial
Kot at thethe of dasmenis e oo copies/mL
In trial TMC114-C214 at 96 weeks of treatment, the median increase from baseine in
cell counts was 81 cells/mm? in the darunavir/ritonavir 600/100 mg _twice

daily_arm and 93 cels/mm? in the lopinavir/ritonavir 400/100 mg twice daiy arm.

213 and TMCL14-C202 re randomized; controled, Phase 20 rias n adut
;umeus with a high level f 2 par 5
dose-finding part and a Setond fong.term part 1 which llsubjocts randomized to
darunaveirkonavi eceved th recommendes dose of 6007100 mg twice daly
HIV-L-infected subjects who were eigible for these triais had plasma HIV-1 RNA greater
than 1,000 copies/mL, had prior treatment with PI(s), NNRTI(s) and NRTIE) ho o oot
one primary Pl mutation (D30N, MA6I/L, G48V, IS0LIV, VB2AJF/SIT, 84V, LOOM) at
screening, and were on a stable PI-containing regimen at screening for at least 8 weeks
Randomization was stratified by the number of PI mutations, screening viral load, and
the use of enfuvirtide.

‘The virologic 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

genotypic resistance testing and prior ARV history. The OBR consisted of at least 2
NRTIs with or without enfuvirtde. Selected PI(s) i the control arm included: lopinavir in
36%, (fos)amprenavr in 34%, saquinavir in 35% and atazanavir in 17%; 98% of control
Subjects receied a ritonavir boosted PI regimen out of which 23% of control subjects
used duak-boosted Pls. Approximately 47% of all subjects used enfuvirtide, and 35% of
the use was in subjects who were ENF-naive. Virologic response was

decrease in plasma HIV-1 RNA viral load of at east 1 g versus baselne.

In the pooled analys’s for TMC114-C213 and TMC114-C202, demographics and baselne
Characteristics were balanced between the darunavir/rtonavir arm and the comparator
Pl arm (see Table 25). Table 25 compares the demographic and baseine characteristics
between subjects in the darunaviritonavir 600/100 mg twice daly arm and subjects in
the comparator Pl arm in the pooled analysis of trals TMC114-C213 and TMC114.C202.
Table 25: _ Demographic and Baseline Characteristics of Subjects in
the Trials TMC114-C213 and TMC114-C202 (Pooled Analysis)

Darunavir/ritonavir 600/100 Comparator
mg twice dally PI(s) + OBR
+ OBR N=131

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 baselne plasma HIV-1 RNA 261 a.49
(log10 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% 20%
Percentage of patients with baseine

D4+ cell count 67% 58%
<200 cells/mm?

Median darunavi fold change 43 33

Median number of resistance-associated

Pl mutations 12 12
NNRTI mutations. 1 1
NRT! mutations B 5

Percentage of subjects with number of
baseline primary protease inhibitor mutations

s1 8% 9%
2 2% 21%
=3 70% 70%

Median number of ARV previously used b:

NRTIS 6 6
NNRTIs 1 1
Pis (excluding low-dose rtonavir) 5 5

Percentage of subjects resistant ® to all
avalable € Pls at baseline, excluding tipranavir 63% 61%
and darunavir

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 avaiable Pls at the time of trial enroliment

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

Qutcomes of Randomized Treatment Through Week 95 of
e rriais THCIIAE313"" and TMCLL6.C203 (Pomied Analysis

Randomized trials TMC114-C213
and TMC114-C202

Darunavir/ritonavir 600/100 Comparator
mg twice daily + OBR  PI(s) + OBR
31

24

Virologic responders confirmed 57% (39%) 10% (9%)
at least 1 logro HIV-1 RNA below

baseline through Week 96 (<50

coples/m at Week 96)

Virologic failures 20% 80%
Lack of inital response 2 8% 53%
Rebounder 17% 19%
Never suppressed © 4% 8%
Death or discontinuation due to 9% 3%

adverse events

Discontinuation due to 5% 7%
other reasons.

0BR=optimized background regimen
2 Sutlects who dd o achieve at keast a confrmed 0.5 g0 HIV-1 RNA drop from

baseline at Week 1

® Sutlects wkth an nkalresponse (canfimed 1 loguo drop i vral load), but wkhaut a

confirmed 1 logzo drop in viralload at Wee!

© Subjects who never reached a confirmed 1 mg,n drop in viralload before Week 96

In the pooled trials TMC114-C213 and TMC114-C202 through 48 weeks of tre

the proportion of subjects with HIV-1 RNA less than 400 copies/mL in the arm re(ewmq

darunavir /ritonavir 600/100 mg twice daiy compared to the comparator

55.0% and 14.5%,respectialy. In addtion, the méan changes i piaema HIV-1 RNA

from baseine were - 1.69 log1g copies/mL i the arm receiving darunavi/rtonavic

Garunavelitona 6007100 mg twice daly (103 cele/mm) than in the comparator P
arm (17 celis/mm3).

14.4 Pediatric Patients
‘The pharmacokinetic profie, safety and antiviral activity of darunavir/ritonavir were
vakiated i 3 randomized, open-abel, mukicenter studes

Treston 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
greater than or equal to 40 kg) and received darunavir tablets with either ritonavir

psules or oral solution plus background therapy consisting of at least two non-
grotesse tbkarantetroura drugs Eghty paents were rercomizer and recele
least one dose of darunavir/ritonavi. Pediatric subjects who were at risk of discontinuing

Therepy dus 1o MEDirance of Monay¥ oralsoion (e.3. tste aversion) were skowed (o
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 peditric subjects had a median age of 14 (range 6 to less than 18
years) and were 71% mle, 54% Caucasian, 30% Black, 9% Hipanic and 8% other. T
V-1 R d the median baseine

CAL £ ot w33 calomm range: o s 1505 comima). Overat sa% of
peclatrc subjcts had baselne plasima HI-1 RNA 2100000 copls/m, st pedtrc
Sublcts (79%) had preious use of at lesst an NNRT| and 96% of pecitrc s
had previously used a least o
Saviny Seven pedorrc sublocts (66%) complete the 24-week period. Of the patents
who discontinued, one patient discontinued treatment due to an adverse event. An
addtonal 2 patents iscontiued fo athr reasons, one patent due to complance and
another patient due

The proportion of pediatrc SUbjects wth HIV-1 RNA lss than 400 coples/m. and lss
than 50 coplesimL was 64% and S0%espectvely. The mean icresse n CDA-+ cel
count from baseline was 117 cels/m

Treatment-experienced pediatric subjects between the ages of 3 and less than 6 years

o/actig non- protease inhibtor antreovkal drugs. Twenty ane Subjects eeehoa at
least one dose of darunavir/ritonavir.

The 21 subjects had a median age of 4.4 years (range 3 to less than 6 years), and were
48% male, 57% Black, 20%, Caucasian ond 14% other. The mean baseine
plasma HIV-1 was 4.34 logyg copies/mL, the median baseline CD4+ cell count was 927
x 106 cells/L (range: 209 to 2,429 x 10° celis/L) and the median baseline CD4+
percentage was 27.7% (range: 15.6% to 51.1%). Overal, 24% of subjects had a baseine
plasma HIV-1 RNA greater than or equal to 100,000 copies/mL. Al subjects had used
greater than or equal to 2 NRTIs, 62% of subjects had used greater than or equal to 1
NRTI ane 76% hd preiously Used t east o HIV
Twenty subjects (95%) completed the 48 week period. One subject prematurely
Ghcontiued reament ut v vamiing assesse s roRre o Horowe
The proportion of subjects with HIV-1 RNA less than 50 copies/mL at Week 48 was 71%.

The mean increase in CDA-+ percentage from baseline was 4%. The mean change in
CDA+ cel count from baselin was 187 x 10° cels/L.

i

MC114.C230
Treatment-naive pediatric subjects between the ages of 12 and less than 18 years and
weihing o last 40 kg eceied the adut recommende doseof darunavi ot

mg once day plus background therapy consisting of at least two non-protease
mhlmor antiretroviral drugs.
The 12 randumlzed pediatric subjects had a median age of 14.4 years. (ranqe ]2 6 to

years), and were 33.3% male, 58.3% Caucasian and 41.7% Black. The

Daceine ol H-3 RNA Wt .73 15910 copaimL. and the e baseine CDa-+ cel
count was 282 cells/mm? (range: 204 to 515 cells/mm3). Overall, 41.7% of pediatric
subjects had baseline plasma HIV-1 RNA 2100, OUD (np ies/mL.
‘Allsubjects completed the 48 week treatment peri
The prapamnn of subjects with HIV-1 RNA less than 50 copies/mL and less than 400
copies/ml 15 83.3% and 91.7%, respectively. The mean increase in CD4+ cell count
from hase\lne was 221 x 106 cells/L.

16 HOW SUPPLIED/STORAGE AND HANDLING

Darunavir 600 m tablets are suppled as Beige colored, ovak-shaped, fim-coated tablets
debossed with "M on one side and “600" on the other

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.

Darunavir tablets are packaged in bottles in the folowing configuration;

600 mg tablets — bottles of 60 (NDC 72205-184-60)

« 800 mg tablets — bottles of 30 (NDC 72205-185-30)

Darunavir Tablts
« 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.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeing (Patient Information and
Instruction for Use).
Instructions for Use
Aduse patets o take dsrunevirand rkonavir w food every day on a regulr doshg

schedule, as missed doses can result in development of resistance. Darunavir must
Syt o st it rkanavir 1 combiabon e her antretrevtal drugs, Adve
patients not to ater the dose of elther darunavi or rtonavir, discontinue rtonavr, or
discontinue therapy with darunavinwithout consuking their physician [see Dosage and
Administration (2)]

Hepatotoxicit
Inform patients that drug-induced hepatitis (e.g., acute hepatits, cytolytic hepatitis) has
been reported with darunavir co-adminstered with 100 mg of ritonavir. Advise patients
about the signs and symptoms of ver problems [see Warnings and Precautions (5.2)].
Severe Skin Reactions
inform patients that skin reactions ranging from mild to severe, including Stevens-
Johnson Syndrome, drug rash with eosinophiia and systemic symptoms, and toxic

epiderma necrolysc have been reported with darunavi co-admstered weh 100 mg of
Phonavi: Advise pabients o (iscontnue darunaviionave rmeatel f Sans or
symptoms of severe skin reactions develop. These can include but are ot e to
severe rash or rash accompanied with fever, general malaise, fatigue, muscle or joint
aches, biisters, oral lesions, conjunctivits, hepatitis and/or eosinophiia (see Warnings
and Precautions (5.3)].

rug Interaction:

Darunavir/ritonavir may interact with many drugs; therefore, advise patients toreport to
thelr heakhcare provider the use of any other prescription or nonpresc

medication of herbal products, incuding St John's wort [see Contradications (4),
Warnings and Precautions (5.4, 5.5) and Drug Interactions (7)].

Instruct patens recelving combned hormonalcortraception or the progesth only pllto
use an effective akernative (non-hormonal) contraceptive method or add a barri

method during therapy with darunavi /ronavir because hormonallevels may rease
[see Drug Interactions (7.3) and Use in Specific Populations (8.3)1.

Fat Redistributi
Inform patients that redistribution or accumulation of body fat may occur in patients
receiving: an(lre(rov\ra\ I therapy, including darunavr/rfonavr, and tat the cause and

long-terr ts of these conditions are not known at this time (see Warnings

e pretutions 300

'Advise patients o Iform thelr eakhcare provider immediately o any symptoms of
infection, as in some patients with advanced HIV infection (AIDS), signs and symptoms
of flammation fTom previous fections may 0ccur s06n ofter anti IV reatrment &
started [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)]

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

DARUNAVIR (dar ue' na vir)

Read this Patient Information before you start taking darunavir tablets and each time
you get a refil. There may be new information. This information does not take the place
of taking to your healthcare provider about your medical condition or your treatment.



Ao read the Paient wormamn leaflet for ritonavir
What most important 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, see “WiI
shoukd not take darunavk tablets?” and ~What shouk | e my heakneare
Provider before taking darunavir tab
bl cause liver proMems Some people taking darunavir
blets in combination with ritonavir have developed liver problems, which may be ife-
threatening. Your healthcare provider should do blood tests before and during your
daruna tatles ond rRonauk combinaton trestment. I you have chroni hoptks B
" C infecton, your heakhcare proviier should check your blood tess more often
because you have an incréased chance of developing et probiems. Tallyou
heskhcare provkier ¥ you have any of the beow sk and symptoms of Ter
probl
o dark A(sa colored) urine:

o
3
ze
H
H
H
a

* Vomiting
« yelowing of your skin or whites of your eyes

= pain or tenderness on your right side below your ribs
« pale colored stools (bowel movements)

« loss of appetite
« nausea

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

- Fever
« biisters or skin lesions

« Tiredness

« mouth sores or ulcers

« muscle or joint pain

« red or inflamed eyes, lie “pink eye” (conjunctivitis)

Rash occurred more often in people taking darunavir tablets and raltegravi together
than wth efther drug separatey, but was generaly mid.

“ide offects of darunavir tablets?” for more
Piormation shout ae afetts

inavir tablets?
Darunavir tablets are a prescription HIV-1 (Human Immunodeficiency Virus-type 1

icine used with ritonavir and other antiretroviral medicines to treat HIV-1 infection in
ks and chidren 3 yeors of age and oder. HV s the rus that causes AIDS (Acqued

mune Deficiency Syndrome)
Darunaw Tablts 3houki not b used in chidren under 3 years of ag

Wi other antietrovial mécicings to (et HIV-1 nfection, darunavi tablts
mayh Ip:
« reduce the amount of HIV-1 i your biood. This is called “viral load"
« increase the number of CD4-+ (T) cells in your blood that help fight off other
infections

Reducing the amount of HV-1 and ncreasing the CD4+ (T ces i your blood may
improve your immune system. This may reduce your risk of death or getting infections

tha an haopen when your mmune system s wesk (opportunk bfectins),

Darun loes not cure HIV-1 infection or AIDS. You must keep taking

HIV-1 medicings to control IV-1 mfectxm and decrease HIV-reted Bnesses.

Avoid doing things spre: ctio

o ot spare o vt eeles o ather \njecmn equipme

Do ot share personal tems tha can hove biod or body ids on them, ke
toothbrushes and razor blades.

Do not have any kind of sex without protection. Aways practice safe sex by using a
latex or polyurethane condom to lower the chance of sexual contact with semen,
vaginal secretions, or biood.

Ask your heermcare provider if you have any questions on how to prevent passing HIV.
to other p
Who shouli mot take darunavir tablets
Do not take darunmr tablets i sy medicine that contains:
- alfuz
coniie, ¥ you have e or ney probiems
dronedaror
st and grazoprevi
ergot-containing medicines:
« dihydroergotamine
« ergotamine tartrate
« methylergonovine
ivabradine

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

St. John's wort (Hypericum perforatum)

triazolam

§
a

Serious problems can happen if you or your chid take any of these medicines with

Garunavi tablets. This is not a complete list of medicines. Therefore, tell your healthcare

provider about all medicines you take.

What should | tell my healthcare unavir tablets?

Before taking darunavi tablets, tel yonr ! eakheare pmvuu if you:

have liver problems, including hepatiis B or hepatitis C

are allrgic to sulfa me

have high blood sugar (diabetes)

have hemophiia

have any other medical conditions

arepregnant or pan to become pregnant.Tel your heathcare provider f you

become pregnant whil taking darunavir tablet

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

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

* You should notbreastfeed f you have HIV-1 because of th risk of passing V-1
to your baby.

« 108 not knowin  darunavi can poss o your breast ik

« Talk to your heakthcare 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 medings nteract wth darunayi tabes. Kaep 8 ks of your
medicines to show your healthcare provider and pharmacist.

* You can ask your healthcare provider or pharmacist for st of medicines that
interact with darunavir tablets.

* Do not start taking a new medicine without telling your healthcar
provider, Your heakhcare provider con telyou I & Sefe’to take darunave tablets
with other medicines.

How should I take darunavir tablets?

 Take darunavi tablets exactly as your heakhcare provider tells you

© You must take ritonavir at the same time as darunavir tab}

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

Take darunavir tablets and ritonavir with food.

If you have difficutty swallowing darunavir tablets, darunavir oral suspension is also

avaiable. Your haakhcare prover wi e deckde whether darunavi tabietsor orel

suspension is right fo

¥ your chi s taking dorunav tabets, your chi’s nesktcare provider wil decde the

right dose based on your chid’s weight. Your chid’s healthcare provider wil tell you

how much darunavi (tablets or oral suspension) and o mach Thonee (capsules,

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

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

chilg’s healthcare provider for advice.

Itis important that you do not miss or skip doses of darunavir tablets during

treatment.

« If you take too much darunavir tablets, call your healthcare provider or go to the
nearest hospital emergency room right away.

What are the possible side effects of darunavir tablets?

Darunavir tablets may cause serious side effects, including

« See “What is the most important information | should know about
darunavir tablets?”

« Diabetes and high blood sugar (hyperglycemia). Some people who take

protease inhibitors including darunavir tablets can get high blood sugar, develop
diabetes, or your diabetes can get worse. Telyour heakhcare providr if you notice
an increase in thirst or urinate often whike taking darunavir tal

Changes in body fat can happen in people o take HIV-1 medicines. The changes
may include an increased amount of fat in the upper back and neck (“buffalo hump”)
breast, and around the middle of your body (trunk). Loss of fat from the legs, arms,
and face may 3 happen. The exact cause and ngrterm heakh effects of these
condtions are not knor

Changes In your knmune system (lmmune ReconstRution Syndmme) can
appen when you tart taking HIY-1 medicies

g besi to ot m¥actions et hawe been Miden Fryour ur body oo
ime. Tl your heathcara prover rght away f you start having new Syrptorns after
starting your HIV-1 medicine.

Increased bleeding for hemophiliacs. Some people with hemophilia have
increased bleeding with protease inhibitors including darunavir tablets.

The most common side effects of darunavir tablets include:
* diarrhea

« headache
« nausea

« stomach-area (abdominal) pain
o rash

« vomiting

el your hearzhcare provider If you have any side effect that bothers you or that does
not g

These are not allof the possible sde effects of darunavi tabets

Call your doctor for medical advice about side effects. You may feport side effects to
FDA at 1-800-FDA-1088.

How should | store darunavir tablets?

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

Keep darunavir tablets and all medicines out of the reach of chidre
General infort it the safe and affective use of darunavi tablets.
Wedcies e sometmes prescribed for purposes other than those listed in a Patient
Information leaflet. Do not use darunavir tablets for a condition for which it was not
prescribed. Do not give darunavir tablets to other people even if they have the same
condition you have. It may

‘This leaflet summarizes the most important information about darunavir tablets. If you
would ke more formato, tak to your heakhcare proviler, You can ask your

for hesth professionat. For more nformaton, cal 1.855-
What are the ingredients in darunavir tablets
Active ingredient: darunavir

ablets: dioxide,
celulose, magnesium stearate polacriin potassium, ikcfied microcrystalie caluose
and sodium chioride. The film coating contains: talc, iron oxide yelow, iron oxide red,
po\yethylene grycol zasn , 2oty slcohokpartalyhydrolyzed and tanum doxie,
: siicon dioxide, crospovidone, hydroxypropyl

cooses magnes\um Apriarid polcrin potassum, sicfies microcrytaline ek se

sodium chioride. The fiim coating contains: iron oxide red, polyethylene glycol 3350,
polyinyl akiohorpartaly hydrolyzed tak, and tkankum dioxie,

atient Information has been approved by the U.S. Food and Drug Administration

Manutachred oy
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