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Q1. What are omega-3 fatty acids and where do they come from?
A1. a-Linolenic acid (ALA), docosahexaencic acid (DHA), and
eicosapentaencic acid (EPA) are the most common omega-3 fatty
acids (Figure 1)." ALA is widely consumed in nuts and legumes
and some vegetable ofls,' but has not shown consistent or robust
effects on triglycerides (TGs), and is poorly converted to EPA?
DHA and EPA, on the other hand, have been shown consistently
to lower TGs in multiple clinical trials.? DHA is a 22-carbon chain,
with & double bonds that start 3 carbons from the terminal end
(22:6n-3). Likewise, EPA is a 20-carbon chain with 5 double
bonds that begin 3 carbons from the terminal end (22:6n-3).

Figure 1. Chemical Structures of Omega-3 Fatly Acids*
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DHA and EPA are enriched in marine mammals and “fatty” fish
like tuna, salmon, sardines, herring, and mackerel.* Based on the
NHANES survey (1998-2000), the typical American consumes
about 100 mg of DHA and EPA per day in the diet.” The average
DHA and EPA content of various types of fish is listed in Table
1.* Some omega-3 fatty acid dietary supplements (capsules or
oils) can provide DHA andfor EPA as well. LOVAZA, a highly
concentrated and purified formulation, is the only prescription DHA
and EPA indicated for treatment of severe hypertriglyceridemia
(TGs 2500 mg/dL).?

Table 1. Approximate levels of EPA and DHA in dry-heal
cooked fish®

ERAand DHA (gf4 oz eaten)

Salmon, Atlantic farmed 2.44
Herring, Pacific 2.41
Mackeral, Pacific and jack 210
Salmon, Atlantic wild 2.08
Salmon, Chinook 1.97
Whitefish 1.82
Tuna, bluafin 1.70
Salmon, Coho farmed 1.45
Mackeral, Atiantic 1.36
Halibut, Greenland 1.34
Trout, rainbow farmed 1.30
Salmon, Coho wild 1.20
Halibut, Atlantic and Pacific 0.53
Tuna, yellowfin 0.32
Cod, Pacific 0.32

*Cooked fish {dry heal) often has less omega-3 falty acid conland than raw fish. The
amount of amega-3 latty acids vanies considerably in lhe same type of fish, depending on
orvirsament and localian.
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Q2. What is LOVAZA?

A2, LOVAZA (GlaxoSmithKline, Research Triangle Park,
MNorth Caralina) is the only prescription omega-3-acid athyl eslers
indicated as an adjunct to diet to lower TGs in adult patients
with severe hypertriglyceridemia (TGs 2500 mg/dL).® Each 1-g
capsule of LOVAZA conlains at least 900 mg of omega-3 fatty
acid ethyl esters, of which DHA makes up ~375 mg and EPA ~465
mg.t The omega-3 fatty acids in LOVAZA are derived from fish.®

PLERSE SEE IMPORTANT SRFETY INFORMRTION THROUGHOUT, COMPLETE SRFETY INFORMATION ON LAST PAGE, AND ATTACHED PRESCRIBING INFORMRTION FOR (OVAZA.
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Figure 2. Effects of LOVAZA 4 g/day on lipid parameters in patients with severe hypertriglyceridemia®
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Median Baseline and Percent Change from Baseline in Lipid Parameters in Patients
with Severe Hypertriglyceridemia (2500 mg/dL)
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Q3. What is the proven effectiveness of LOVAZA for lowering TGs in
adult patients with severe hypertriglyceridemia (TGs 2500 mg/dL)?

A3, LOVAZA 4 g per day was evaluated as monotherapy in 2
randomized, placebo-controlled, double-blind, parallel-group studies.**
Adult patients with TG levels between 500 and 2,000 mg/dL were
included in the studies. After 4-6 weeks of dietary run-in, half of the
patients were randomized to receive LOVAZA and half to placebo for 6 or
16 weeks.™® Among all pariicipants, the median baseline TG, low-density
lipoprotein cholesterol (LDL-C), and high-density lipoprotein cholesteral
(HDL-C) levets ware 816 mg/dL, 89 mg/dL, and 22 mg/dL, respectively.®
Composite resulls from the 2 studies are presented in Figure 2. TG
levels decreased by 45% in patients who received LOVAZA, LDL-C
increased by 45% from a median baseline of 89 mg/dL to 109 mo/dL.
When lowering a patient's very high triglyceride level, normal lipid
metabolism may be restored. The increased conversion of very low-
density lipoprotein (VLDL) to LOL may result in an increase in LDL-C.
Additionally, patients receiving LOVAZA experienced a 9% increase in
HDL-C, and decreases in non-HOL-C {-14%), VLDL-C {-42%), and total
cholesterol (-105%%).

Q4. What should patients be aware of before taking LOVAZA?

A4, LOVAZA comes as 1-g liquid-filled capsules, and may be taken as
a single 4-g dose or two 2-g doses to equal the daily dose of 4 g per day.®
LOVAZA should be used with caution in patients with known sensitivity

or allergy to fish.® LOVAZA is contraindicated in patients who exhibit
hypersensitivity to any component of the medication.® TG and LOL-C
levels should be monitored pericdically during therapy with LOVAZAS
Alanine aminoiransferase and aspartate aminolransferase levels
should be monitored in patients with known hepatic dysfunction.® Also,
patients receiving treatment with both LOVAZA and an anticoagulant
or ather drug affecting coagulation should be monitored periodically.®

LOVAZA has a demonstrated safety and tolerability profile.” In clinical
trials with LOVAZA, the most common adverse events reported were
eructation, infection, flu syndrome, dyspepsia, and taste perversion.”
In 8 randomized, placebo-controlled, double-blind, parallel-group
studies for hypertriglyceridemia, 3.5% of patients treated with LOVAZA
and 2.6% of patients treated with placebo discontinued the study
because of treatment-emergent adverse evenis.®

Q5. What are the differences between LOVAZA and dietary supplements?
A5, Patients may incorrectly assume that prescription drugs and
dietary supplements are manufactured and produced according to the
same set of FDA regulations.” However, different regulalions apply
to manufacturing and production of prescription omega-3 falty acid
ethyl esters (P-OM3) and omega-3 dietary supplements (Table 2).""
The FDA has established Current Good Manufacturing Practices
(cGMPs) for manufacturers of dietary supplements and prescription
drugs to follow.," " Manufacturers’ compliance with cGMPs helps

Table 2. Regulatory Differences Between Dielary Supplements and P-OM3"

P-Cia Omega-3 Dietary Supplement
Efficacy, as demonstrated in clinical trials is mandalory YES NO
Documentation of safety and tolerability is mandatory YES MO
Contents of capsule regulated by FDA (mandatory compliance with processing of API) YES MO
Mandatory compliance with the Federal Food, Drug and Cosmetic Act YES N
FDA-approved for the treatment of severe hypertriglyceridemia in adults YES MO

AP = Actve phanmaceulical ingredien|s.

PLEASE SEE IMPORTANT SAFETY INFORMATION THROUGHOUT, COMPLETE SAFETY INFORMATION ON LAST PAGE, ARD ATTACHED PRESCRIBING INFORMATION FOR LOVAZA.




ensure batch-to-batch consistency. However, the FDA inspects
pharmaceutical manufaciuring facilities prior to product approval to
ensure manufacturing oceurs according to cGMPs.™

Additionally, the FDA approves prescription drugs before they are
made available to consumers.” After a new drug is evaluated in
laboratory and animal studies, the safety and efficacy of the drug
i5 then determined in human clinical frials.* A team of physicians,
statisticians, chemists, and pharmacologists at the FDA's Center for
Drug Evaluation and Resesarch then reviews the data and proposed
drug labeling.™ Provided the benefits and evidence of efficacy outweigh
the risks of the drug, the drug is approved and made available via
prascription.** LOVAZA® (omega-3-acid ethyl esters) is the only FDA-
approved prescription source of omega-3 falty acids for the trealment
of severe hypertrighyceridemia (TGs 2500 mg/dL), and each capsule
is manufactured according to strict standards.

Q8. What are TGs and where do they come from?

AG, TGs are fals composed of three fatty acids joined to a glycerol
molecule.'® They are obtained from foods that contain fats, or are
made in the liver and intestine from free fatty acids.” TGs provide
energy to muscles and other cells, Those in excess of energy needs
are stored in adipose fissue, or in some cases (such as severs
hypeririglyceridemia), they can be stored in other tissues such as
muscle and the liver.!”

Q7. How do TGs become very high?

AT. The MWational Cholesterol Education Program (NCEP) Adult
Treatment Panel 11l (&TP 1Il) issued guidelines for assessing fasting
plasma TG levels, ranging from “normal” to “very high" (Table 3).*
When TGs are very high (2500 mg/dL; severe hypertriglyceridemia),
NCEP recommends that lowering TGs be the primary goal of therapy.™
There are a number of factors that can resultinincreased TG levels, and
in many cases, severe hypertriglyceridemia results from the presence
of multiple factors.” Some of those risk factors thal can converge
lo cause severe hypertriglyceridemia include heredity, medications,
medical conditions, and lifestyle choices.' Genetic influences play
a role—some people with severe hypertriglyceridemia have a family
ar personal history of lipid abnommalities.'® A number of medications
can cause [ncreases In TGs (Table 4)." Certain illnesses are also
associated with a rise in TGs, including untreated hypothyroidism,
chronic renal failure, nephrotic syndrome, non-alcoholic fatty liver
disease, type 2 diabetes, ™ and polycystic ovarian syndrome.®

An especially important influence on TG levels is lifestyle.”™ A high-
calorle diet, or a diet high in fats or carbohydrates and low in fiber,
can increase TGs, as can lack of exercise, or a generally sedentary
lifestyle. Excessive alcohol consumption is also known lo raise TG levels.®

Table 3. NCEP ATP |ll Classification of Hypertriglyceridemia'™

ATP Ill Category

Plasma TGs (mg/dL)

MNormal =150
Moderately High 150- 189
High 200 - 489
Very High* =500

*Refarned bo hare 85 severe hypertighycesidemia

Q8. Can patients lower TGs without taking medication?

AB. Because genefic factors cannot be altered, the first step is to look
for secondary factors that can be addressed.™ If a patient is taking a
medication that might increase TG levels (Table 4), he or she should
discuss alternative treatments with his or her practitioner. IF a patient
has a medical condition that is known to influence TG levels, he or
she should discuss management options with the health practitioner,
Changing daily habits to reflect a healthier lifestyle can be
very effective for lowering TGs—this can mean eating fewer calories
overall, keeping fat consumption down to 25-35% or less of daily
caloric intake, eating foods high in fiber such as vegetables, fruits, and
whaole grains, and exercising regularly.™ Achieving and maintaining a
healthy weight can benefit patienls with severe hyperriglyceridemia
who are overweight.”™ Additionally, the American Heart Association
advises patients with TG elevation to increase intake of certain
omega-3 polyunsaturated fatty acids. ™

Table 4. Medications that May Increase TG Levels'

| Diurelics — thiazide, koop
i B-blockers

i Unopposed estrogen
| Combined oral contraceplive with 2nd generalion progesiogen

Combined oral contraceplive with 3rd generation progestogen
Tamoxilen

Isoredinoln

Acitratin
Ritonavir, indinavirmelfinawvir
Clozapine, other

Q9. How does LOVAZA reduce TG levels in patlents with severe
hypertriglyceridemia®

A9, The mechanism of aclion of LOVAZA is not fully understood,
yet a few mechanisms have been proposed. Proposed mechanisms
of action for DHA and EPA include inhibition of acyl CoA:t.2-
diacylglycerol acyllransferase (an enzyme involved in lipogenasis),
increases in mitochondrial and peroxisomal B-oxidation in the liver
(increasing fatty acid degradation), decreases in VLDL assambly in
the liver, and increases in plasma lipoprotein lipase activity (removing
TGs from circulating lipoproteins). 5 LOVAZA is also thought to
lower TGs by reducing lipogenesis in the liver, because EPA and DHA
are poor substrates for the enzymes responsible for TG synthesis.* &

Q10. LOVAZA is derived from fish olls. Are there any contaminants
In LOVAZAT

A10. The fish oils in LOVAZA are purified by a 5-step process that helps
lo remove environmental toxing, short-chain fatty acids, oxidized fatty
acids, cholesterol and proteins, and saturated fatty acids.® Additionally,
purification of LOVAZA yields less than 90 mg of omega-6, -7, and
-9 falty acids, less than 0.1% of trans fatty acids, and minimizes the
content of heavy metals, halogenated polycarbons, and dioxins.™
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IMPORTANT SFIFET‘I’ INFORMATION

L{"r"-"AZFk is r-"-nlr i d in patients who exhibit hypersensitivity to any

and AST leve ould be monitored
tients, LOVAZA increases LOL-C and ALT levels (without
g in AST). TG and LDL-C levels should be monitored
periodically during therapy with LO
should be used with caution in patients with known hypersensili
y to fish andfor shelifish.
Some studies with omega-3-acids demonstraled prolongation of bleeding time,
which did not exceed normal limits and did not pr inically jnificant
hleeding episod Clini udies have not been done to it :
effect of LOVAZA and concomitant anticoagula
with both LOVAZA and anticoagulants should be monitc

The most common adverse evenls

The effect of LOVAZA on cardiovascular mortality and morbidity in
elevated TG levels has nol been delermined.
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ADVERSE REACTIONS
{ S i s s et L s s g
@stannuation of Meatman -3 §% of puBnds ireated with L and 2.6% ol patents heated wilfh placsbo
L ey
LOVIEZA Placabe®
BOOY SYSTEM N = 226} N = 228}
Adwerse Evenl n % n %
Sutyects with af least 1 adverss aven B 354 &3 276
Body &3 & whola
Back pain 5 22 3 1.3
i sprfroma L} 5 3 13
Indezhon il 44 5 22
Fam 4 18 3 13
Candovasouls
frgi pectoes 3 13 ] 08
Dapeesii
Cyspeea. T a1 B 28
Eructition 11 a8 5 22
Slan
Pashi 4 18 1 [IF]
Specal seraes
Taste parvtrsion [ 27 o ik}

Achvetss gverils were coded usng COSTART, versen 510 Subysets veare counted oy orce o each body syztam and loe
each prefimed deem

“Flacebo was com od for ol stofes.

Axdsonal adverse evants mmpafted by 1 of mone patients fom 22 cincal stediés Tor HTG ane lsded belowr
Mulﬂhﬂh‘&mm asihenia, body noor, chesl pan, chils, suicias, fever generalinsd odem, fongal infecion,
maase, neck pain, rmum wm Euciden death

Digestive Systermc Anoeeda, consipation, dry mouth, dysphagia, ool fecl mcontrence, gastils, gastronmlings,
peslanlestngl deoeder, ncraased sppetie, intesling! chsinachon, melens, pancrealits, lenesmus, and woming
Hematslogic-Lymphatic System: Lympradencpetty

Infections and Infestations: Vil inecton

Metabolic and Mutrithesad Disonders: Edems, mpaighcems, inceased ALT, bnd soressed AST

Musculssieletal Systame Arfralpia, srifrbs, matgs. painologeal s, Bng 160000 Oender

vasndilataton, and vertign

Respiratory Systame: Asitma, bronchits. incirasad coogh, dympnea, spsstass, leymgils, phanmgis. praumonia, riindis, and

Skin: Aopécs, scrémp, pruriul, 8n3 Sheeing.
Special Sanses: Cataract
Urogenital System: Canvix dsonier, erdomtml carcinma, epididymidia, and impalinge
Experienca: in agdition Yo advirss reachons neporied from chinical bls, B evrts dscribed bokw hie bisn
denitfied post-aporovel use of LOVATA. Beceose Wrass evants & feponed vokaviery om a popuisiion of unknown: ste,
Nigral Iy ity estirmade s aguency o 0 adwarys estabih 3 couial reffionship 10 dheg expoire.
Thie: foSowing evints have Eeen neponed: anaphylache reacton, hemamhage disthees.
DRUE ABLSE AND DEPENDENCE
LOMAZA does not have ary nown drug abuse or widrnel etects

OVERDOSAGE
In e mvent of an ovendose. the patint should b inested symplomancaly, and gentral Supporive can massutes NndShiied,
58 Teguired

mmumﬂu

Prbests should be an sppmenaa lipa-iveering ciet belore recomng LOVATA, and should continue This det
oy vth L mm{mwmmm i

T disly ot of LOWAZA &5 4 @ por day The dady dom may bo taken 5 & single 4.0 doss |4 capiudes) or &3 vt 2+ doses
[2 capsuias gren taics daily).

ROW SUPPLEED
LOAAEA J-acd mmnmui ransparan soft-getatin capsules Wed with lghl-peliow
o and Dariny m-p:::m .
Bypttias of 60 HOC O173-0783-01
Bofties of 120, HOC 0173078302

PRecommeensded Stonsges Slom af 25°C [FT°F); excersions permiticd to 15%.30°C (56°-BG°F) [see USP Confeoiled Room
Tempemtred. Do nod heses. Keep out ol reach of chiten
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PHARMACIST-DETACH HERE AMD GIVE INSTRUCTIONS T0 PATENT

PATIENT INFORMATION
LOVAZA® (36-vi-z4)
{omega-3-acis ethyl esters) Capsules
Aoad S Patient nkormalion that comes with LIAAZA before you sterl Lakng B, and ach Sme you get a il Thise may be new
anformmrbon Tis beatiot does ol Laie the place of Ekgng s your docior about ywour conddion o irealmest.
What is LOVAZA?

LOVAZA & a presorplion medicng for adults called 0 ipid-ogulating medicine. LONAZA & made of omega-3 falfy acas,
maga-ammmmmmmmmmﬁumummmmmmmmuu
cirtan 2, Such 28 Sakmon and matiosel

wsed g el o foveer 2 n
e SR s ek
= Joging woight, H ou ew cveraeight
" |ncreasing pinEcal eomrren
*  lownring moohol use

«  freming diseases such a3 dhabetes and low Syroid fhypatteosdkar)
L mwmﬂ”’mmmmﬂﬂm bty gech B3 Canan biood pressyre mediinge] gnd
frm

Tragmind with LOVAZA has nod Deen show 10 MEwE Nean ainos o stokes
LCARGEA b3 not Diéon Fhudbed n chiteen undes the age of 18 yrars

W should med take LOVAZAT
Do ot Lk LOWAZA 8 you:
= o allerghc to LOVAZA or any of its isgredients. See Mo end of thes imflel for 2 compiess ket of ingrediants in LOVAZA

‘What shoeld | tell my doctor bofiore taking LOVAZA?

Tall your doctor aboat all of your medical conditions, knciading if you

drink movn than 2 ghisses of akcohad daily

have disbeles

havn & thyread peoblam cabed MypotTpmegam

Iave & Byer problem

have & pancreas problem

are allergic to fish. LIMAZA ey ot be righl loe you

are pragnand, or planning lo become pregnant. [T i nal kncwn # LOVAZA can farm your unSom baby,
ano broastieeding. i & not knoam if LOVAZA pesses b your milk and o & can harm your baby

Tell your docioe aboul @ the medicnes yo take, mcluding prescrption and fon-prescriplion medcine, wiamns axd hertal
memmmmmmmmmwummmlm

medicines:
= 0 eyt cating — kncwn % anficoaguiants of Blood Mimode. These inclada asprin, warfarin, counann and clopidognal

Fnrw il the mpdicings you taka, Keep 8 sl of thom with wouw o show youw docior and pharmacis).

How should | take LOVAZA?
= Takp LOVAZA edacily as prescrited. Do not change your dose of siop LOVAZA vwhout [aking b your docior
= Tra vzl dose of LOVATA & 4 capsulss:
*  Taks & 4 capsulas ¢ Pa SME lime, o
«  Tiakg 2 capeules hvo Imes & day
*  Teie LOWAZA 1 e sama fime or hmes asch &y
®  Teim LOVAZA, welfy 0 wilhond food Wou may find  eser o ke LOAAZA with lood.
= Doonol Ik mise than 4 capsules o iy Taiang mona than 4 capsyiss per diy may incrisess the chanc ol sde effecs

our Boctor shoud stavl you on 8 o Eat e lov-chilesaernl @l befoto Giving you LONAZA Stay on s tow-Eat and low-
chaiester det whis Eakng LOVAZA,

* Your docior shouid o biood lests fo check your irigyoman and cholesteenl ivets, and Bver funclion during Weatmen! wilm
pt byt your

* O you s o of LOAGGEA, bk
Oz whan you oAt ke I,

= you take joo mach LOWAZA or rverdnse, call your doclor o Poison Contiol Center right svay

‘What ara the possiblo side effects of LOVAZA?
®  The sl onmmn: s elacts with LOWAZA sre burping. infection, fu symploms, stomach, & CRAnge in piur senss of
laste, back paky, and shin rash. s w

= LOVATA reary ffect corkan blood lests. | may change
= ond of S dests b check ver nction (ALT)
= gnof P 18508 00 misasune chotestend levels (LDL-C)
m %fmmhmmmmwﬂlﬂmmwhmmmmwms
Thezsa &em not all the side etiects with LIWAZA. Asi your doctor or phanmacest o 8 complsts fst
How should | store LOVAZA?
= Siors LIVAZA & rocm mmparstors, 50° io 86° F (15" i 30" C3. Do not freems
* Do not keep medicing that i oul of date oe thal you no kngsr need
+  Keap LOVAZA out of the resch of children, B2 s et il you thiow medicines iy, & & oo of the resch of chikdren,
Genaral information sbout LOVAZA

Mlisdicines am somnetimas prascribed for condions thal ans nil mentioned in pabent indoemabon keafiets. Do nol uso LOWAZA
mwm I eies ot pereeacriteed, Do ol ghvee LOYAZA, b3 other peogle. even o Ly baree the same problem yod
may

Thes igafied summaniaes the most Imporant inlomaabion about LOVAZA. Mmmummuwm
mmuwunmnnmwwmumu thet is wilten fof heslth prolestonsls of g 10

\Wha are the ingredients in LOVAZAY
Actr ingredent: Dmega-3-acd oty esters
ractive Ingrectiens: Gatiin, giyceol, purtfed wate, aipho-Sacnphers! (v partaty hydeogenated vegetabie i, mckeing soybean o

LOAAZA o & regesaned Dnadema of the GRreoSmisiline group of comparsss.
PLAVE! i a regististed irademark of Sanol-Sytfetabo.
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