"This study used double-blind ascertainment ot suspected hypersensitivity reactions.
During the blinded portion of the study, suspected hypersensitivity to abacavir was
reported by investigators in 9% of 324 patients in the abacavir group and 3% of 325
patients in the zidovudine group.

tTen (3%) cases of suspected drug hypersensitivity were reclassified as not being
due to abacavir following unblinding.

T_h_erapy-Expenencecl Pedlalrlc Patlents Treatment-emergent c.rnlcal adverse

dunng therapy with abacavir 8 mg/kg twice daily, lamivudine 4 mg/kg ‘twice daily, and
mdovudme 180 mg/m? twice daily compared with lamivudine 4 mg/kg iwme daily.and
* zidovudine 180-mg/m? twice 'daily from CNA3006 are listed in Table 2.

Table 2: Treatment-emergent (Al Causality) Adverse Reactions of at Least
Moderate Intensity (Grades 2-4, >5% Frequency) in Therapy-Experlenced
Pedratnc Patlents (CNASOOS) Through 16 Weeks of Treatment

Adverse reactions Abacavir+lamivudine + | Lamivudine +

E L . zidovudine (n 102) zidovudine (n_103)
Fever and/or chills 9% 1 7%

Nausea and vomiting 9% 2%

‘Skin‘rashes! oo B 7% c 1%
‘Ear/noselthroat infections | 5% 1%

Pnéuniol . . 4% 00 ] 8%

Headache % ; 5%

Laboratory Abnormalities: Laboratory abnormalities (Grades 3-4)in iherapy—narve
adults during. therapy with abacavir.300 mg twice, daily, lamivudine 150 mg. twice
daily, and efavirenz 600.mg daily compared with zidovudine 300 -mg tW|ce daily,
lamivudine 150.mg twice daily, and efavirenz 600 mg dally from CNA30024 are listed
in Table 3.

Table 3: Laboratory Abnormalrhes (Grades 3~ 4) in Therapy naive Adults
(CNA30024) Through 48 Weeks of Treatment .

Grade 3 /.4 laboratory Abacavir+ Zldovudlne +:

abnormalities lamivudine + lamivudine + 3
: efavirenz (n=324) | efavirenz (n_325)

Elevated CPK (>4 X ULN) - - i 8% 8%

Elévated ALT (>5 X ULN) | 6% 6%

Elevated AST (>5 X ULN) B 6% ) 6%

Hypertriglyceridemia (>750 mg/dL) 6% 6%

Hyperamylasemia (>2 X ULN) 4% . | 5%

Neutropenia (ANC <750/mm?® 2% 4%

Anaemia (Hgh<6.9 gm/dL) <1% 2%

Thrombocytopenia (P1t <50,000/mm?®) { 1% <1%,

Leukopenia (WBCx<1; 500/mm3) | <1% 2%

ULN = Upperlllmlt of normal
n = Number of patients assessed

Observed During Clinical Practice: In addifion to’ adverse reactions reported from
clinical lrlals, the followmg evénts ‘have been identified during usé of abacavir'in
clinical practi ecause they are reported voluntarily from &' population of unknown
size; estimates’of frequency cannot be made. Thése évents have been chosen for
iriclusion due to'their seriousness, frequency of reporting, potential causal connection
to abacavir, or a combination of these factors.

Body as a Whole: Redistribution/accumulation of body fat (see WAHNINGS AND
PRECAUTIONS: Fat Redistribution)

Hepatrc Lactic acrdosrs and hepatic steatosrs (see WARNINGS and PRECAUTIONS)

Skrn Suspected Stevens Johnson syndrome SJS) ‘and toxic epldermal necrolysm
(T EN) have been reported in patients receiving abacavir primarily.in combmahon
with medications known to be associated with SJS and TEN, respectively. Because
of the overlap of clinical signs and symptoms between hypersensitivity to abacavir
and'SJS and TEN; and the possibility of multiple drug sensitivities in some patients,

abacavir should be drscontlnued and not restarted in such cases: ’

There have also been reports.of erythema multlforme with abacavir use.

OVERDOSAGE _ . -
There is.no known antidote for abacawr lt is not known. whether abacavir can be
removed by pentoneal dialysis or hemodralysrs

Storage
Store below 30°C.
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COMPOSITION :
Each film-coated tablet contalns S :
Abacavir ... . 300 mg s

as Abacavir
DOSAGE FORM_
Oral tablets ™
PHARMACOLOGY ! . . o e
Pharmacodynamics : R
Mechanism .of Action: Abacavir.is. a. carbocycllc synlhehc nucleOS|de analogue
Intracellularly, abacavir is conv ted by cellul i s 1o he active metabolite
triph ( eoxyguariosine-5-
erse transcnplase

the formatlon ofthe 5'to 3‘ phosphodiester linkage essential for DNA chain elonganon‘
and -therefore, the viral-DNA growth is.terminated. CBV-TP is-a weak mhnb:tor of
cellular DNA polymerases alpha beta and gamma

Pharmacokmetlcs

oral administration. The geometnc mean absolute bloavarlabllrty of the tablet
Atter oral administration of 300 mg thce daily'in 20 pal|ents the steady state peak
serum abacavir concentratron (C e Was3.0 + 0.89'meg/mL (mean‘t SD) and
AUC ;- Was'6.02: 1.73 még-hrmL: Bioavailability of abacavir tablets'was assessed
in lhe fasting and fed'states. There was no srgnmcant difference in'systemic exposure
(AUC(infinity)) in the fed and fasting states; therefore; abacavir tablets’ may be
administered with or-without food. - o

Distributiori: The apparent volume of drstrlbutron afteriVv admmrstratnon of abacavir
was 0.86 = 0.15 L/kg, suggesting that abacavir distributes into extravascular space.
In 3 subjects, the CSF AUC . 10 plasma abacavir AUC ., .ratio ranged from 27%
to 33%. Binding of abacavir to human plasma protems is approximately 50%. Binding.
of abacawr to plasma proteins was |ndependent of, concentratlo .

Metabolism: In:humans, abacavir.is'not significantly- metabolized- by.cytochrome:
P450‘enzymes. The primary routes:of-elimination: of :abacavir are: metabolism; by
alcohol-dehydrogenase:{to;form:the’ 5'-carboxylic-acid) and qlucuronyl transferase:
(to formthe:5'-glucuronide): The metabolites-do: not have .antiviral- activity. In:vitro
experiments:reveal:that abacavir. does: not: inhibit.human- CYP3A4 CYPZDG . or
CYP2C€9 activity at clinically relevant. concentrations.

Elimination: . .-.Elimination. of abacavir . was quantmed in -a:mass balance sludy
following-administration of a 600-mg dose of-* G-abacavir: 99% of the radioactivity
was recovered, 1.2% was excreted in the urine as abacavir;30% as the 5'-carboxylic,
acid metabolite, 36% asithe5;; glucuronlde metabolite;;and 15% as unidentified minor,
metabolites in the urine. Fecal elimination accounted for 16% of the dose In single-
dose studies; the observed elimination half-life.(t ,,,) was 1:54.%:0.63 hours,




DOSAGE AND ADMINISTRATION
ABAMUNE may be taken with or without food.

Aduits:
The recommended oral dose for adults is 300 mg twice daily in combination wrth
other antiretroviral agents. .

Adolescents and Pediatric Patients:
The recommended oral.dose of abacavir for adolescents and pedtatnc patrents
3months to'16 years of ageis 8 mg/kg twice daily (up to a maximum of 300 myg twice
dally) in combination wrth other antlretroviral agents.

Dose Adjustment in Hepatlc lmpalrment The recommended 4658 of ABAMUNE
in patients with: mitd hepanc impairment (Child-Pugh score 5:t06) is:200.mg; twice
daily. The safety, efficacy,"and pharmacokinetic properties of abacavir have not been
established in;patients. with: moderate to severe hepatic |mpalrment and therefore
ABAMUNE iis contraindicated in these patlents

CONTRAINDICATIONS IR ‘ e
ABAMUNE Tablets: are contralndlca’ted in pallents wlth prevlously
demonstrated hypersensitlvity to abacavir or any other component of the
products (see WARNINGS and PRECAUTIONS) Following a hypersensitivity
reaction to.abacavir; NEVER restart ABAMUNE or any other abacavir-containing
product: Fatal rechallenge reactions have been. associated: with
.reac tion of: o patients with-a prior-history. of a hypersensltlvity
reaction to abacavir (see ‘WARNINGS and PRECAUTIONS)

ABAMUNE Tablets are contralndtcated in patlents W|th moderate or severe; hepatlc
tmpalrment o

WARNINGS AND PRECAUTIONS :
Hypersensm ty R_eac_tlons ’ S
Serious and s fatal hype mvnty r have been assoclated
with ABAMUNE and other abacav:r-contalmng products. To minimize the risk

of'a Ilfe-threatemng hypersensmvny reaction,- permanently discontinue
ABAMUNE hypersensmvrty cannot be ruled out, even when other dnagnoses

presented below

Srgns and Symp of H lyp Hivity: Hypersensmvrty fo abacawr isa
organ clmlcal syndrome usually characterized by a sign or symptom in two' or-more
of the following groups. :

Group 1: Fever

Group 2: Rash

Group 3: Gastrointestinal (including nausea, vomiting, diarrhea, or abdomlnal | pain)
Group 4: Constitutional (including generalized malaise, fatigue, or “achiness)
Group 5: Respiratory (including dyspnea, cough, or pharyngitis).

Hypersensitivity to abacavir following the presentation of a smgle sign or symptom
has been reported infrequently.

Hypersensttmty to abacavir was reported in D ‘ox1mately 8% of 2, 670 patlents
(n =206) in 9 clinical trials (rangé: 2% to 9% )
the first 6 weeks of treatment with abacavir, although the reaction may occur at any
time durmg therapy. Median time 1o onset was 9 days; 89% appeared within the first
6 weeks; 95% of patlents reported sym ‘toms from two or more of the five groups
hsted above

Other less common signs and symptoms;of hypersensmwty mclude lethargy, monyS|s
edema, abnormal chest x-ray findings {predominantly .infiltrates; which:can“be
localized), and paresthesia. Anaphylaxis, liver failure, renal failure, hypotension, adult
respiratory distress syndrome, respiratory fallure, and death have occurred m
assomatlon thh hypersensmvny reactlons ;

ngs assoctated with hypersensmwty lo abacav:r in some patlents include
mph: mucous membrane lesions (conjunctivitis and mouth ulcerations),
and rash The sually appears maculopepular or urticarial, but may be variable
in, appearance. There have been reports of erythema multlforme Hypersensmvny
reactions have occurred W|thout rash.. .

Laboratory abnormalities associated with hypersensutwlty to abacavir insome patlents
include elevated. liver function. tests, elevated. creatine phosphokmase elevated
creatinine, and. lymphopenia.

Clinical Management of Hypersensltlvlty Discontinue ABAMUNE as soon

‘as“a hypersensitivity reaction is suspected. To minimize the risk of a

life-threatening hypersensltlvlty reaction, permanently discontinue ABAMUNE

if hypersensitivity cannot be ruled out; even when other diagnoses are possibie

(e.g., acute- onset resplra!orv dlseases such as pneumonia, bronchitis,
i

Giti-

factors for liver disease; however, cases have also been reported in patients with no
known risk factors. Treatment with abacavir should be suspended in any patient who
develops clinical or laboratory findings suggestive of lactic acidosis or pronounced
hepatotoxicity (which may include hepatomegaly and steatosis even in the absence
of.marked transaminase elevations).

Therapy-experienced Patients :
In clinical trials, patients with prolonged prior, nucleosrde reverse transcriptase.inhibitor

(NFlTI) exposure or who had HIV,1 isolates’ that contained multiple mutations.

conferring resnstance to NFtTls had Iimlted response to. abacavrr The potential. for.
cross-remetance to abacavxr and. other NRTls should be considered when choosing
new therapeutic regimens in therapy — expenenced patients.

Immune Reconstitution. Syndrome: Immune reconstitution syndrome has been
reported in patients treated ‘with.combination antiretroviral therapy, including abacawr
sulfate. During the initial phase 6f combination antiretroviral treatment, patients. whose.
immune system responds-may develop an |nﬂammatory response. to indolent or
residual opportunistic infections (such as Mycobacterium avium infection,
cytomegalovirus, Pneumocystis jirovecii pneumonia [PCP], or tuberculosis), which
may necessitate further evaluation and treatment

Fat Redistribution
Redistribution/accumulation of body fat including ¢entral obesity, dorsccervrcal fat
enlargement (buffalo hump), peripheral wasting, facial wasting, breast enlargement

~and*“cushingoid appearance” have been observed in patients receiving-antiretroviral’

therapy. The mechanism and long term consequences of these events are currently
unknown. A causal relationship has not been established.

Drug Interactions

Pharmacokinetic properties of abacavir were not altered by the addition ‘of either
lamivudine or zidovudine or the combination of Jarhivudine- and zidovudifie.: No
clinically stgnlflcant changes to. lamivuding or'zidovudine pharmacokinetics were
observed following concomitant administration of abacavir.

Abacavirhas’ no‘effect on the' pharmacokmetlcpropertles; of ethanol. EthenOI
decreases the elimination of abacavir causing an increase in overall exposure.*

The addition of méthadone has no ¢linically significant effecton the pharmacokinetic
of-ab

+
propert

(twice the currently recommended dose), oral methadone clearance increased 22%
(90% Cl'6% to 42%). This alteration will not result in a methadone dose modification
in the majority of patients; however, anincreased methadone dose may be required
in a small number of patients.

Hepatic lmpaxrment
Insufficient data are available to recommend a dosage of abacavnr in patlents with
hepatic impairment. .

Pregnancy
Category C. There are no adequate and well-controlied studles in pregnant women.
Abacavir should be used during pregnancy only if the potential benefits uutwelgh the

“risk.”

Lactation

It-is.recommended that HiV-infected mothers not breastfeed thelr infants to av0|d
nskmg postnatal transmission of HIV infection.. It is not known whether abacavir is
excreted in human.milk but it is secreted into the milk of lactating rats..Because. of

both.the potential for HIV transmission and the potential for serious adverse, reactions,

in nursing infants, mothers.should be instructed not to breastfeed if they are recelvmg
abacavir.

UNDESIRABLE EFFECTS
Hypersensitivity Reactlons

Serious and sometimes:fatal hypersensitivity ! reactlons have been assoclated

with abacavrr sulfate In one study, once dally dosmg of abacavir was
associated with* more severe hypersensitivity reactions (see WARNINGS and
PRECAUTIONS)

Therapy-nalve Adults: Treatment-emergent clinical adverse, reactlons {rated byt the
investigator as moderate or severe) with a.e"5% frequency .during therapy: with
abacavir 300 mg twice daily, lamivudine 150 mg twice daily, and efavirenz 600 mg
daily compared with zidovudine 300 mg twice datly, lamivudine 150 mg thce daily,
and efavirenz 600 'mg daily from CNA30024 are listed in Table 1.

Table 1: Treatment-Emergent (all causality) Adverse Events of at Least
Moderate Intensity (grades 2-4, > 5% frequency) in Therapy-narve adults
(CNA30024*) Through 48 weeks of Treatment

In-a-study-of 1 1LHIV infected-patients-receiving methadona-..-
malntenance therapy (40 mg and 90 mg-daily) with 600 mg of abacavir twice daily’

—..pharyngi fl

Following a hypersensrllvrty reaction to abacavlr, NEVEFI restart ABAMUNE or
any‘other abacavir-containing prodict because.more severe symptoms can
occur within hours and may include life-threatening hypotension and' death.

When therapy with* ABAMUNE has been discontinued:for reasons: other than
symptoms ofa hypersensttlwty reaction; and if reinitiation of ABAMUNE or any other
abacavir- contammg roduct is' under-consideration;: carefully evaluate the reason
for dlscontmua' n of ABAMUNE 1o'ensure th tthe patlent drd not have syniptoms

P e o T

A oot B Zidovadineo -
lamivudine + lamivudine +
efavirenz (n=324) | efavirenz (n-325)

Dreams/sleep disorders 0% 10%

Drug hypersensitivity 9% <1%!

Headaches/migraine 7%, 1%

Nausea™ o 7% 1%
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