persisied In some cases, Bscauss ‘Ness svents have been
reported voludntarfly during clinice) practice, estimates ‘of
fraquency cannol be made and & casual reiationship betwagn
protease (nhibitor fherapy and these avsnis has not been
established.

Hepatic:Impairment and Toxicity

Lopimune s principally matabolized"by the liver: therefare, |
caution should be axercised when administering this drug fo |
patients wilh. hepatlc Impaltment, because lopinavir -

concentralions may be increasgd. Patients with underdying=

fhiapatitis Boor C or marked elevelions in transaminases prioga |
to treatment may be. af increased risk for develeping furitier

transaminase elevations or hepgtic decompensation.
Reslstance/Cross-resistance

Varicus degrees of cross-rasistance a%cmj protease infibitors
have beén obsgrved. The effect 6f Lopimune therapy on the |
efficacy of sibsaquently administered proteass inhibitors g™

under Investigation,
R ¥

Hemophilla " i =
There have been reports'of increased bleeding, including
spontaneoys skin hdmatomas and hemarthrosis, in patients
with ‘hemicphilia 2‘@ ‘Aand B trealed with protease Inhibitors.
In some “patients additional tactor Vill was given. In more
than_hall“of the reporied cases, trea}m_aqt%g‘[‘!h “protass
Inhibitors” was continued or reintroduced: ‘A" causs
relationship betwéen proteass inhibilor thefapy and these
eventg-jggg_;ﬁol_lgg?h}fe%ihllshad_ s
Fat.Redistribution.s | 3. :
Redistribution/aecumiulahien of body fat including central
obesity; dorsocarvhiﬁﬁ?ﬂi anlargement=(buifalo .hum;.;,
periphgrak:wasting’: bra@st enlargempnty and Leushingolt
appearanogiwhave-been observed in patients receiving
antiretroviral therapy. The mecharism and long-terni
consequences of these events are currently unknown. A
causal relationship has:n0t been established,

Lipid Elevations _ ﬂ\i{_g R

Treatmeént 3 an Lopimune has resulted In large ingreases In

1!’)3";?{@;?:’@"' ration of total cholesterol and triglycerides.
Trigiyésride and cholesterol testing should be parfarmed pricr

8

)

herapy. Lipid' disorders should be managed as elinically

16 Initiating. l;%iplrhc’me therapy;and &l penodic intervals during |

appropriate. Ses Table 2 for ad tional infarmation on potential |
drug interactions with Lopimune and HMG-CoA reductass.

inhibitors, -

Side Effects .. M | DG T
Treatment-emargent adverse-events ocourring in less than -

2%of-adult -patients: recelving Lopimune In all phass -/l |

clinical irials andiconsidered. at least possibly related.of-of
unknown relationship fo reatment with Lopimune and At
least moderate intensity ars: listed below by bady systa'gg.

Body. as. a Whole: - Abdomen enlarged, allergic reaotian.
bagk palniichaslipain, chest.pain  substernal, cyst, drug:

interaction ndrug:level Increased. face edema, fever, fiu ‘

syndrome, - hypertrophy, infection bacterial, malaise, and viral
Infection .= 4 gy . 4 e U i = i

C&@&?ﬂ?gﬁfﬁ“ﬁyg{aﬁ{“‘-Mrlal fibrilation, deep vein
thiomtiosis,  hypar(Ension, migrane,  palpitation,
Ihrombophlabitis. vaticose veln and vasculitls.

Digestive System: Cholanaitis, cholacystitis; constipation,
dry mouth, dyspriagia; entertis, enterocolitis,” eructation,
esophaditis, ‘fecal incontinence, gastritls: gastrosnteritis,
gastrointestinal disarder, hemorrhaglc colliis, increased
appatite. jaundice; mud%h"":gceraﬁon, pancreatitis, sialadanitis,

Ya

stomnatitls,, and ulcerafive stomatitis.
Endocrine System: Cushing's syndroms, diabetss meliitus
and hypothyrolglsm + —

Hemic and Lymphatic Systecr Ansmiia, leukopenia and
lymphadenopathy.

Metabolic —and Nu.’ﬂ'ﬂ&nar Disorders: Avitaminesis,
dehydration; edemsa, glucoses tolerance decreassd; |actic
acidests, obesiy: peripheral edema, weight gain and wsight
loss. . - .

-

For the usa, enly of 8 Registered Medical Practitioner or a
Hospital\or & Leboratory L. N

s AE Ry _
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Lopimune Capsules B
Eacli'soft gelatin wpsm:@ﬁﬁmm; HEE AT - g
LUE%_@? = ....»’..........7.._,'1@3; fng g - v
RUBHEVIF s BB = =% hind st
Lopimune Oral Selution Sl 5 |
Each ml contains 3 i =
Lopinavir ..................80, mg < W ﬁj_ g
Bitonavir ..o, <20 mg S

Excipients .o
i

Descripfion ™ % Lo e
Lopimune (lopinavir/ritonavir) is a cofermulation of, lepinavir
and ritonavit., _Lepinayir Is an inhibitor of the HIV profease.
As co-formulated-in Lopimune, ritonavir Inhibits the CYF3A-
mediated -malaboiism of lopinavir, theraby providing
insreased plasma levels of lopinavir,

Indications- A
Lopimune is indic3tad in combination with other antiretroviral
agenis for the treatment of Hiv.infection.

Dosage and Admipistration

Adults - g )

The recommended .dosage of Lopimune is 400/100 mg (3
eapsules or 5.0.mL) twice daily taken with food.

Concomitani” therapy

Efaviranz ‘or nevirapine. A dose increase of Lopimune to
533/138 mg (4 Capsules pr 6.5 mL) twice dally taken with
food should 'be ‘considered when used in combination with
afavirenz or'neVirapine in treatment sxperlenced patiants
wherg"tedlidad “susceptibility to loplnavir is clinically
' (by-treatment. nislary .or [abarstory evidence).

)

LCHICE li -
In" children 6 months to 12 years of aga, the racommerided
dosage 6f’ Lopimune oral sé_tglﬂm is 12/3 mg/kg tof those 7"
to < 15 kg and®10/2.5 mg/kg for those 15 to 40'kg!
(approximately' equivalent 3%230157.5 mg/m?) twice daliy-
taken with.food, up lo a maximum dose ot 400/100-mg. ine
children.> 40 kg (5.0 mL ori3 capsules) twice dally _It.is-
preferred:that the prescriber calculats the appropriats;
milligram,dose for each IndiVidual child < 12 years old.and.
determine the corresponding volume of sclution or numbar-
of capsules. . Howevar, as'an alternative, fable 3 contains
dosing.auidelines. for Loplmune oral salution based on body

= FieaEeE

Concomitani{h&rapy: Efalirenz or nevirapine; A dose
Increase.of. Lopimune oral:galution to 13/3.25 mg/kg for.thosa;,
740 < 18,Kkg andi11/2.75.mglka for-thosa to 15 to 45 Kka|

(approximately squivalent fo 300175 mg/m?) twice dally taken
with-food, up 1o a maximum dose; of 533/133 mg in children
> 45 kg twice dally-is rscommended when used In
combination with efaviranz o?ﬁ_,@ylﬁapln in treatment
experisnced children 6 months to,12; years of age in which
reduced. susceptibility 1o lopinavifiin clinically suspacted
{by treatmeant history or |laboratory avidenice), Table 3 containg
dosing guidelines for Lopimune oral solution based on body
waight, when used in combination with efavirenz or navirgpine
in childian

Table 1; Paediatric Dosing Guidelines :

Welght (kg) [Dose (mo/kg)* ](vaogu:te ;:f ?r::]v??‘mmn BID
g lop ir
lzo mg ritonavir per mL)

or efavirenz
7 10-<15 kg
7 ta-10 ka

—

12-mg/kg BID |1.25 mL
= 175 mi



andquiniding

T Ketoconazdla
i liraconazcie

T Rifabutinand tabufin

necessany.

LriKnown; howevay,
increasa in alovanuone

may b8 necessary.
. . il |

Clinical significance s |

anmm =

Catston s warmled and
clirfcat monftaring of -+ -
paliants s moommended

4 Lopinavir

it

HMG-CoA Reduciase Inhbitons:
lovastating srmvastain

Otfier Drugs =™ , . ,

Drug Interaction studies raveal no-clinically significant
intsraction betwsen Lopimune andiplavastating:stavudine or
lamivudine, ; ST R Pl

R 5]
Based on known metsbolic profiles, clinically signiticani
drug Inferactions are not expected between Lopimune and
livastatin, dapsons,. _lrimethoprim/sulfamelhoxazole,
azithromyzin, erythromycin-ar fluconazole.

Zidovudine end Abacavir: Lopimune induces glucuranidation;
therefore, Lopimurnte has the-polential (o reduce zidovuding
and abacavir plasma concentrations. The clinical
significance of this-potential interaction s unknown:

Particular caution should be used whan prascribing silcenafil
In patients recelving Loplmune. Co-adminisiration of
Lopimune with siidenalil is expacled to subsfantially Increase
sildenatil concentrations and may result In an increase in
sildenafil-associaled adverse avents incllding hypotension,
visual changes and sustained srection. -

Caoncomitant use of and St-John's word (hypericom
perforatum), or products containing StxJohn's wort,. is not
racommandad. Co-administration of proteass_inhibitors,
including Loplmune, with St. John's wort is Bxpectsd to
substatiallydscrease-protegse Inhibitor<cog ong and
may tesull tr sub-optimal levels of lopmavic and fead 1o loss
of virologic respscna and possible rasisiance 10 lopinavir or
\o the class of pratease inhibitors

~Pancreatitis ’i’“'& i

Pancredtitis has besn observad in patiants receiving
Lapimune therapy, including those who developed marked
triglyesride slevations. In some cases, fatafties have been
obsarved Although @ csusal relationship to Lopimune has
fiol been gstablished, marked Irigiyceride elsvalions is a
risk factor for developmient of pancraglilis. ~Patients with
advanced HIV disease may té at incraased risk of sievelad
tiglycerides and pancraatiis. and patients with a history of
pancrealilis may be at increased risk Of requrranca during
Lopimune therapy.

Pancreatilis should be considered It clinical symptoms
(nausea, vomiting, zbdeminal pain) ‘or abnormalities in
laboratory values (such gs incréased serum lipase of

values) sugaesiive of pancrealills shoutd occur. Patients

- who exhibit these-signs.of symiptoms stould-be svaluatad

and Loplmune and/or other antirelroviral therapy stiould be
suspentead as clinically appropriale,

Dianbstes Mellilus/Hypergiycemia
New onsel dlabates meliitus, exacerbalion of pre-sxisting
diabetes mallitus, and hyperglycemia have been reporfad
during pestmarksting survaillancs in HIV-Infected patienis
racelving protease inhibitor therapy. Some patiants raguired
eilher Initiation or dose adjustments of insulin or oral
lc agents for treatment of these avents. In some
cases, diabetic ketoacidosis nes occurred. In those patiants
who discontinued protsase inhibitor therapy, hyperglycemia

556 PA
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Lopimune 13 matabolized by "CYPSA, Co-administration of
Lapimune and drugs that inguce CYPBA may dscreass
iepinavir plesme concentratiofis and raduca its lharapeunc
st (ses Table 2). Althoudfidnof; notagl,wm neuprent
watncanazols. co-administralion?or Lopimune Vanhd drogs
thet Inkioit CYPBA may incraase lopinavir plasms
aoncentralions,

Druge tha! arg containdicated & d not rammmepded tqr £o-
somimisisation with Lopimune afe included in Table 3. .
Tatle 2: Established and ouwﬂPﬂtenﬂallv Signlficant Drug
Intecraction

Disulfirany

uornwmﬁx

oihui

Eractiie Dysfunction
Agant sidanafi

Ciral Canraceptive;

ConcoméantDrug |Effecton Clinical Comment
Czss: Drug Mame | of iopinavir o
Irg
renososte | 4Lopinavir ME
evesE
Trersoripnss "
I v
\
w
Transenptass e Iasa!ety and Eﬁiwcy
Intibitor; i have notbeenesiab |
dasvirding al - || fished.
Nuclecsie it It Ig recomimendad that
Raverse g Il lsrecommended hal
Tanscriptass <0 s | didgnosine bs adimini
Inhititor - " e tersd 66 arf empty
¢ E s ditancsing should ba
b= | given ona hiourbatore or
E Wt s hours aftar Loplmune
5, (givan with food), * -
HIV-Proteass Whencoadministend © | Altdfationsin .
InhiEors: ! withreduced dasesdl '~ opnmmfom(a.g
Amgrenavir, mmnmm AUC, G andG,;
Iehravi, | noted when
sapina\r T Amprenavis ‘doses of concomitat
@rmlarAuch Tcm) profeasa Mo
| "rhtﬂmv‘F araco-aﬂmirﬂskafm
- G‘ﬂgSaqumawr with Lopimione,

i it lﬁ‘i Ram TC.) A;pprog@fdﬁsasofm_
osa%a'}'mdeﬁmy
havenofbem
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HIV Protease T Loginavir : wmma
= s TioRavirm comiination
e - witi Lopirmune wif)
‘resrsct to safety and
eificacy have not
been estabiished,
Antiartythmics: | T Antiardihmics Caudion iswanantad and
amincamne. haond, tharapeutic concenta

angotamins. metfiviergoncing.
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Musculoskefgtﬂ_’__&_ygs_tqq’g: Arthralgia, arthrosis-and myalgia.

Nervous System: Abnormal dreams, agitationr. amnesia;
anxiety, _.ataxia, . cenfusion, depression, dizziness,
dyskinesia, emotionalr. lability, encephalopathy, facial
paralysis, hypertonia;~ libido decreased, neuropathy;
paresthesia, paripheral -nsuritis, somnolence; thinking
abnormal, and-tremor.: - = ey WTo U fls

Resgiratory System: Asthama, bronchitis, dyspnea, lung
edefma, pharyngitis, thinitis and sinusitis.

Skin and Appendages’ Acne, alopecia, dry skin, eczema,
exfoliativerdermatitis, furunculosis, maeulopapularrash; nail
diserdef: pruritis, seborrhea, skin benign neoplasm, skin
‘discoloration skin-ulcer:and sweating,

Special senses: Abnormal vision, eye disorder, cfifis media,
taste perversion 1amd tinnitus. = '

Urogenital 'system:- Abnormal aja'cu}ati'onr. gynecomastia,
hypogoenadsm male, Kidney calculus and urine abnormality,

Laboratory: abnormalities o o

Adultsso | Sl S = & | -
Increases in lavels of glucose; uric acid, totai:bilirubin, SGOT
AST, SGPTALT, GGI. total’ cholesterol and triglycerides,

Amylase were: noted. ~Decreases in inorganic phosphorous.

hematology andineutrophils ware also observed: -

Paediatrics:: o agiic=on o

The adverseravent profile=seems. similar'to that for adult
P?‘Iizgjﬂ!,s—' RN 55 It Aps St doci -
Hash (3%) Was e only drug-related dlinical adverse event

of moderate o

; Intensity. in"> 2% of paediatric patients
treated with
paed il

ation fherapy including lopinavir/fitonavir
for. Lipto. 48" weeks in" 100, pediatric patients between 6 10 12
years of ‘age if Study 940. = ) )
High levels of sodium, totai bilirubin, SGOT/AST, SGPT/ALT,
total cholesterol:andiamylase were noted.  Low lavals of
platelet count-and!neutrophils were also observed:

=

Overdosage bl L
Lopimune oral solution-captains 42:4%=alconol (V/v)-

Actidental ingestion. of the product by a young child could
result in significant alcohol-related toxicity and could

approach-the potential lethal dose of alcohol.

Human experience of acute overdesage with lepinavir/ritonavir
is limited. Treatment of overdese with lopinavir/ritanavir shouid
consist of general supportive measures including monitoring
of vital signs and observation of the clinical status of the
patient. There Is no specific antidote for overdose with
lopinavit/ritonayir., It indicated, elimination of unabsorbed.
drug snould. be achieved by emesis or gastric lavage,
Administration of activated charcoal may alsc be used fo aid
in removal ol unabsorbed drug. Since Lopimune s’ fighly
protein bound, dialysis (s unlikely to be beneficial in significant
remaval of the drug. T '

Storage: - - L
Store between 2°C- 8°C (in a refrigerator) =
Presentation:z=: .« - i
Lopimdne-capsulssiii: Container of. 90s

Lopimune Oral Solution= . Botfle of 100 ml

(80 mg/20'mg per mL)

> 10 .'6 <15 kgl 5 iz e et
15 1o°40'kg |10 :mg/kg BID

|15 tor20°kg = 2.25 mL
> 20 to 25 kgv|=== 2.75 mL
> 251030 kg | - 3.5 mL
> 30 to 35 kg 40mk - - =
> '35 10 40 kg o 475 mL Wy e B
> 40 kg Adult dose 5 mL (or 3 capsules)

* Dosing based on lopinavir component of Lopimune solution

years of age P

Note: Use 'q;;lult'j;osage recommendation for ch;ldrer“l:- 12 :

‘Weight (kg) Dose (maglkg)* | Volume of

_ | oral solution
=== | BID.(B0 mg lopinavir/
20.mg ritonavir per mL).:
‘With neviraping B
of efavirenz = |
7t0<15% |13 mokg BID (1. 5mL
71010 kg~ ° 2.0 mL

>10to<i5 kg |

15 to 45 kg "~ |11 mg/kg BID

15t020kg ', 25 mL
>20t025 kg - 3.25 mL

> 25 10 30 kg 4.0 mL

> 30 to 35 kg 4.5 mL

> 351040 kg 5.0 mL (or 3 capsules)
> 4010 45 kg _ 5.75 mL

> 45 kg . -|Adult dose 6.5.mL (or 4 capsules)

=TT
SR

=*rDosing ybasedon ::inpﬁwvincumponern'ﬁt'l;ﬁplmune‘ slution =

(80 l;lzglEOhmg per mL)
Note: -Use adult.dosage recommendation for children > 12
years of age =

Contraindications

Lopimune is contraindicated in patients with known
hypersensitivity to any of Its Ingredients, Including ritonavir.
‘Co-administration of Lopimune is contraindicated with drugs
that are highly dependent on CYPBA or CYP2DE for clearance
and for which elevated plasma concentrations are associated
with serious and/ar life-threatening evanis.

Wamlng.-;rand:Pmuﬁons = =
ALERT:~ Find- out about medicines that should NOT be taken
with Lopimune. -

Drug Interactions . — —

Loplmune is an infibitor of CYP3A-(cylachoma P450 3A)
both in vitro and ‘in vive. Co-adminisiration of Lopimune:and
drugs primarily ‘matabolized by CYP3A (e.g. dihydropyridine
calcium channel blockers, HMG-CoA reductase Inhibitors,
immunosuppressants and sildenafl) may result in increased
plasma concentrations of the other drugs that could increase
or prolong their therapeulic and-adverse-effects. - Agents that
are extensively matabolized by-C¥R3A-and have high-first

-pass: metabolism-appear to be the most susceptible:to:large

Increases In AUC (> 3-fold) when co-administered with
Lopimune. B,

Lopimune inhibits CYP2D8 in Vitro, but ta & fEsser axtent
than CYP3A, Clinically sighificant drug Interactions with
drugs metabollzed by CYP2D8 are possible with Loplmune
al the recommended doss, but the magnitude Is not known,
Lopimune _does not inhibit CYP2CE, CYP2C18, CYP2E1,
CYP2B5 or CYP1A2 at clinlcally relevant concentrations,
Loplmune has besn shown /n vivo to induce its own
metabolism and 1o increase the blotransformation of some
drugs metabolized by cytochrome P450 snzymes and by
glucuronidation.




