: crornrocists anning servce inc.

101 Lucas Valiey Road, Suite 210 « San Rafael, California 94903
Tel: (415) 479-8628 « Fax: (415) 479-8608 « e-mail: ppsi@aol.com

February 14, 2007

Deborah Platt Majoras, Chairman Steve Galson, M.D., MPH
FTC Director, CDER

6th & Pennsylvania Avenue FDA, 5515 Security Lane
Washington, DC 20580 Rockville, MD 20857

RE: DIRECT-TO-CONSUMER ADVERTISING
PRINT SEZE READABILITY

Dear Ms. Majoras and Dr. Galson:

Pharmacists Planning Service, Inc. (PPSI) is a S01 C (3) nonprofit public health, consumer,
pharmacy education organization is greatly concerned about the direct-to-consumer (DTC)
print size readability and the ability for patients and consumers who read these ads to
understand them. These ads basically are for prescription drugs and in many cases are
promoting the prescription drugs but patients and consumers are not able to read them.

I am sending you a series of advertisements from various magazines. Please note the
difficulty patients and consumers have in reading them, especially seniors, who are only
13% of the population but use 43% of all prescription drugs, over-the-counter (OTC)
drugs and herbals.

In 1990 PPSI petitioned FDA on label readability guidelines and introduced legislation in
California to increase the print size for patients and consumers to improve the readability
on nonprescription medicine labels. California Assembly Bill 2713 was signed into law by
the Governor and was enacted regarding print size on OTCs. In October, 1990 the
Nonprescription Drug Manufacturers Association (NDMA) put out label readability
guidelines after two years of study from a'task force entitled "Draft Guidelines for
Maximizing Label Readability”. I am enclosing a copy of the Label Readability Guidelines
by NDMA.

PPSI requests that FTC and FDA get uniformity and guidelines for readability for direct-
to-consumer advertising so that patients and consumers, especially seniors, are able to read
prescription drug advertisements.

cover, I would like to submit a Citizen's Petition regarding direct-to-
consum C) advertising and print and label readability in the current advertising of
drugs, over-t unter (OTC) drugs, herbals and alternative medicines, etc.

-
H

fed S. Mayér, R.Ph., ML.P.
President

Enclosures
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! crornocists panning servics inc,

101 Lucas Valley Road, Suite 210 « San Rafael, California 94903
Tel: (415) 479-8628 « Fax: (415) 479-8608 - e-mail: ppsi@aol.com

Documents Management Branch February 14, 2007
Food and Drug Administration

Department of Health and Human Services

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re: Direct-to-Consumer (DTC) Print Size Readability

The undersigned submits this Petition under Section 21 CFR 10.20 and 21 CFR
10.30 and other pertinent sections of the Federal Food, Drug and Cosmetic Act or
any other statutory provision which authority has been delegated of the
Commissioner of Food and Drug to request the Commissioner of FDA to
standardize and increase print size for direct-to-consumer advertising for
readability of patients and consumers. Many of these ads are for prescription
drugs, over-the-counter drugs and herbal dietary supplement drugs.

This Petition requests the FDA Commissioner to issue a Federal Regulation to
increase print size of direct-to-consumer advertisements.

Some of the scientific facts which require immediate action on this Petition are as
follows:

1. Prescription drugs and over-the-counter medicines along with herbals are used
safely and effectively by patients and consumers.

2. Direct-to-consumer advertising has increased from less than one billion dollars
in advertising four years ago to over 6.5 billion dollars today.

3. Many of the ads in newspapers and magazines have print size too small for
consumers and patients to read.

4. The successful use of prescription drugs and over-the-counter medicines is self-
care and is due in large part to labeling, which includes information needed for
proper use of the product. The label includes: the name and identity of the product;
what the product will do; net contents; active ingredients; inactive ingredients;
name and location of the manufacturer, distributor or picker; directions for use;
warnings; and where applicable; side effects, drug interactions, and circumstances
under which a doctor's advice should be sought. If the above information is printed
in direct-to-consumer advertising too small for the patient/consumer to read, this
information is useless.

5. Readability describes the ease, speed and accuracy with which information on
direct-to-consumer advertising can be read.

6. No single factor can of itself determine readability. Many factors interact and



the total effect of all the factors must be considered. For example, in direct-to-
consumer advertising, type size, line length, and leading "'spacing between lines"
interact in a complex way and therefore should be selected in relation to one
another. '

7. The advertising designer of direct-to-consumer ads needs to be aware of the
effect of the factors inherent in the production of the direct-to-consumer
advertising. These include: a. the ink used; b. the substrate (material on which the
copy is printed); c. the final size of the direct-to-consumer advertising; d. the final
size of the type; e. the process used to create the printed direct-to-consumer
advertisement.

8. The final judgment on the readability of the direct-to-consumer advertising
should be made by a human being, or several, who are sensitive to the factors that
go into good readability.

9. An individual or project team of several people, representative of consumers,
should be designated to serve as readability evaluators.

10. Many technical factors effecting direct-to-consumer readability need to be
considered: a. Layout and design; b. Typography in printing; c. Columns vs.
broken lines; d. in boxes.

11. Special paragraphs need to portray most importantly drug interactions, side
effects, cautions, black box warnings and special advice to patients and consumers.
This information should be in the first part of the direct-to-consumer advertisement
makeup.

12. Type size and spacing along with contrast, brightness and color sometimes
makes it almost impossible for seniors to read and understand (see enclosed eleven

ads).

ACTION REQUESTED:

PPSI requests the FDA to immediately increase print size on direct-to-consumer
advertising for patient's and consumer's readability.

PPSI strongly believes FDA needs to act NOW.

Seniors encompass 13% of the total population in the US; however, seniors use 43%
of all prescription drugs and over-the-counter medicines along with herbal
supplements.

PPSI believes there is ample amount of scientific evidence and information available
along with the enclosed original ads to justify this immediate action.



Over 770,000 US citizens go to hospital emergency rooms due to adverse drug
reactions, drug interactions, allergic reactions and in many cases the patient receives
the wrong medication or incorrect dosage. This could be avoided if direct-to-
consumer advertisements are readable and understandable especially for patients
and consumers.

PPSI praises those ad agencies who put direct-to-consumer ads out (see ad No. 1 for
Lyrica by Pfizer). Notice the important facts and how easy they are to read. All
direct-to-consumer advertisements should be like this which gives the important
facts in a box and bold form so patients and consumers are able to read and
understand them.

There is no environmental impact associated with this Citizen’s Petition and we
wish to be excluded under 21 CFR Sec. 25.24.

There is no economic impact involved with this Citizen’s Petition and according to a
recent study there would be a thirty-three billion dollar savings on decreasing costs
in hospital, emergency room and doctor’s visits along with the untold lessening of
unneeded deaths due to adverse drug reactions, side effects, allergies and basic
information on safety issue in direct-to-consumer advertising.

The undersigned certified, that, to the best knowledge and belief of the undersigned
this Petition includes all information and view on which the Petition relies, and that
it includes representative data and information known to the petitioner which are
unfavorable to the Petition (21 CF . 10.30b).

WK

Frederick S. Mayer, R.Ph., M.P.H.
esident, Pharmacists Planning Se
101 Lucas Valley Road, Suite 210
San Rafael, CA 94903
Telephone: 415 479-8628; Fax: 415 479-8608
Email: ppsi@aol.com; Website: www.ppsinc.org

Signature
Name of Petitionersy

e, Inc. (PPSI)

cc: Deborah Platt Majoras, Chairman, FTC
Steve Galson, M.D., MPH, Director, CDER, FDA
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Redeem this offer in 2 easy steps:

Is your cholesterol
out of whack?

Start getting your cholesterol right—and get a
15-day Free Trial Certificate for CRESTOR!

Did you know—high blood pressure and diabetes are among
factors that make it even more important to get your bad
cholesterol low? But to get your cholesterol right, your doctor may

also want your good cholesterol up. And diet and exercise alone
may not be enough to lower the bad cholesterol and raise the good.

CRESTOR is a cholesterol medicine that does both.
A 10-mg dose of CRESTOR can:

W lower bad cholesterol| A raise good cholesterol
(LOL) by up to 52% (HDL) by up to 14%
(vs 7% with placebo) (vs 3% with placebo)
your results may vary

Is CRESTOR right for you? That's an important conversation
you need to have with your doctor. If he or she prescribes
CRESTOR 5 mg or 10 mg, you can get a 15-day Free Trial
Certificate for CRESTOR. Simply call the toll-free number
below or log on to crestoroffer.com

Important safety information about CRESTOR you need fo know:

CRESTOR® (rosuvastatin calcium) is prescribed along with diet for
lowering high cholesterol. It has not been determined to prevent
heart disease, heart attacks, or strokes. CRESTOR is not right for
everyone, including women who are nursing, pregnant, or who may
become pregnant, or anyone with liver problems. Your doctor will do
blood tests before and during treatment with CRESTOR to monitor
your liver function. Unexplained muscle pain and weakness could be
a sign of a rare but serious side effect and should be reported to your
doctor right away. The 40-mg dose of CRESTOR is only for patients
who do not reach goal on 20 mg. Be sure to tell your doctor if you are
taking any medications. Side effects occur infrequently and include
muscle aches, constipation, weakness, abdominal pain, and nausea.
Thev are usuallv mild and tend to go awav.

Try CRESTOR
free for your
first 15 days

1. Take this voucher to your doctor and ask whether CRESTOR

is right for you.

i

£

2. if your doctor prescribes CRESTOR 5 mg or 10 mg, present

both this voucher and your prescription to your pharmacist.

Call 1-888-569-5356 or visit crestor.com for answers to
commonly asked questions about CRESTOR.

Terms and Conditions: Limit one 15-day free trial certificate per person for the duration of the % ;T
offer. Valid ONLY at refail pharmacies; no mail order. Please see patient eligibility restrictions and B g
other terms and conditions on the back of this certificate. Rl LWL g
RxBIN # RxPCN # RYGRP # |dentification # °
003858 Ad DSVA 1296270052 C R E STO R
This offr is good through 5/21/07. rosuvastatin calcium
CR.
— ['l] — —_ — —_ — — — —
X
—— PARADE ANSERCARD PRINTED IN USA
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TIB856 636 RIS SUMMAry CAreiuiy AR0 INEN 25K Your GOCIOr 20001 UKESTUH. NO AGVErusemest can provioe 21 Ine information needed 19 detennine it a drug is right for m
This advertisemant does ot faks the place of careful discussions with your doclor. Oly your doctor has the ralning 1o waigh thio risks aud benetiis of a prescription dreg. .

mwmwmmuwmmmmmmmm -
INDICATIONS AND USAGE CRESTOR is Inlicated: 1. &3 an-adjunct 10 diet to,
reducé elevaled total-C, LDL-C, ApoB, nonHDL-C, and TG levels and 1o intrease HDL-C in
patibns with- primary hypercholesterolamia. (hetenfamilal) and mixed dysipidemia
{Fredrickson Type Ita and Iib); 2. as an adjunct to diet for the treatment of patiants with
emmammmms(ﬁwmumwwrsmmmc toaFC, and ApoB in
mmmmmmuxmmmumwmmm
mmmmmms {89, LDL apheresis) or Hf such treatments-are mavaitable;
ONTRAINDICATIONS CRESTOR s contraindicated in padents with a- known

. mmmwmotmmnwlscmmn
pmmmmmdmmwwmmmmMWMHmm,

transaminases (see WARNINGS, Liver Enzymes). Pregnancy

Atherosclerasis i a chronic process and discortinuation of iipid-lowering drugs during
pragrancy should have fite impact on the outcome of long-iarm thevapy of primary
hypercholesterolemia, Cholesteral and other products of cholssterol bicsynthesis are
essential components for fetal development (including Synthesis of steroids and cell
membrangs). wnm-cmmmmmmmmmm

* possiy the synthesi of other biologicily aciive substanes derved from chiokstero,
adminisered

+ INFORMED.OF THE POTENTIAL HAZARDS. Hfthe patient becomes

sain {522 COMTRAIDIGATIONSL.

< Athough the clinical s
- considered for patients on rocwnmﬂnmmgmmpymwm

they may caus fetal harm when |t pregnant women, Therefors, HMG-CaA
reductass inhibitars are condraindicated during
ROSUVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF CHILDBEARING AGE ONLY
WHEN SUCH: PATIENTS ARE HIGKLY UNLIELY. TO CONCEIVE AND” HAVE :BERN

- this drug, mpymouuuummuwmmmmmmmwﬁm
potenfial hazard to the fetus.

WARNINGS Liver Enxymes HMG-CoA reductase inhbitors, ke some oher ipid-
\owesiin) tharapies, hiave been 2ssociztzd with blocheralcal abrormakiies of Iiver function..
Tha incidence of persistent elevations {>>3 times the upper imit of normal (ULN] occur-
1ir O 2 0f MOrE cansecutive 0ccasions) in serum transaminases in fxed dose Shudies

was 04, 0, 0, and 0.1% In patients who recaied rosuvastatin 5, 10; 20, and 40 mg,
Tespectively. In most cases; the elevations wers-transient and resoNed of improved on-
.~ Coitinged therapy or afier a brief interruption in therapy, There were tiwo cases of jaundice,

for which a relationship to yosuvastatin therany could not be dtermined, which resolved
after discontinuation o therapy. There were 1o cases of iiver failure of irmeversible iver
disease in these triais. 1 is.recommended that Iiver fenction tests be'

with rosuvastatin Patiants who Gevelop increased
wwmsmmmvwmﬂmmmmmsman
increase in ALT or AST of >3-times ULN.persist, reduction of doss or. withdrawal of
rasuvastatin is recommended. Rosuvastatin shoutd-bb used with caution in patients who
consume substantial quantiies of akcohol andior have a history of fver disease (see CLIN-

.+ IGRLPHARMACOLOGY, Spacial Papulatirs, Hepstic nsufficlency). Activ lver isease of
mcomnmummwmmoimsm a

transaminase

Rare cases of

thabdomyolysis with azuts renal fallure secondary 8 myoplobindriahave hata
with yusuvaststin asd with other Srags In ihls.class;

reported Uncomplicatsid myalga
hes been seported in rosuvastatin-treatad patients (see ADVERSE REACTIONS). Greatine.”_
~ kinase (CK) elevations {>10 limes. upper kimit of somal) occurred in0.2% to 0.4% of”

patients taking rosuvsstatin 2t dosss up to 40 mg k' ciinical studles. Treatment-refated
“myopathy, defined a5 miscie-aches or muscle weakness in Conjunction with increases i

Cl(nluﬁ>10m:swpernmofmmuasmomhuploot%omﬁmsm.
rosuvastaii doses of up to 40 my in clinical studies: In clinical trils, the incidence of.
mmamwmmmm .

g Increased incidence of polyps was not ipwer doses. Ina | o= -

AR Ot ooy s o setn e e DOSAGE AND ADMINISTRATION T it i b e in 2 st

myapathy-snd rhabdomyol

mended dosage range (5 10 40 mg). In postmarketing experience; sffects. an-skeielal
musch, &.0. uncomplizated myaloR, myopatly and, rarely, thabdomyolysis biave been
reported in patients eated with HMG-CoA reductase inhibitors incitding roswvasiatin, As
with other HMG-CoA reductase inhibitors, reports of thabdomyolysis with rosuvastatio
are rare; but higher at the highest markeled dose (40 mg). Factors that may predisposé
patiants to myopathy with HMG-CoA reductase inhibitors include advancad age (285
years), hypottyroidism, and rena) insufficiancy. Consequently. 1. Rostvastatin shotid be
prescribad with caution in patients whh predispasing factors fos myopathy, Such 25, renal

impairment (see DOSAGE AND ADMINISTRATION), advanced age,.and inadsquately -

trezd hypattiyroidism. 2, Patients should be advised to promptly report unexpiained
musche pain, tandemess, or weakmess, paricularly f accompanied by mafaise or fever.
Rosuvastatin therapy should be distontinued i markedly slevated 0K levals ocour o
ryopathy is diagnosed or suspected. 3, The 40 mg dose of rosuvastatin Is reserved only
for those patients who have not achievad their LDL-C goal utilizing the 20 my dose of

rosuvastatin once daily {se¢- DOSAGE AND ADMINISTRATION). 4, The risk of myopathy -

during treatment with rosuvastatin may be increased with concurrent adminisiration of
othar Epid-iowsning therapies or cyclosparing, (see CLINICAL PHARMACOLOGY, Drug
interactions; PRECAUTIONS, Drug (nteractions, and DOSAGE AND ADMINISTRATION).
The benefit of further aMerations n fipid levels by the combined ute of rossvastatin
with firates or nlacin shouid be caretully weighed against the potential risks of s

- somblastisn. Combination therapy with roswvastati and gemiibrazil should generally

be avoided. (S8ec DOSAGE AND ADMINISTRATION and PRECAUTIONS, Im
Intarastions). 5. mmummywmhmmmmu
increased in circumstances which lacrease rosuvasiatin dreg levels (s2e cumcu
PHARMACOLOGY, Special Populations, Race 208 Ranat Insufficisncy, asd PRECAU-
TIONS, Geeral). 6. Rosuvastalis tuerapy shoakd aiso be temporaiily wilkireld in any
putisal with ba acote, seriogs condition suggestive of myopathy o predisposing io the
evelopment of rana tofiore secondery to thabdomyofysis o.y.. sepsis, bypaisasion;
dehydration, major surery, irauma, severs metabolic, endactine, and elastrolyte
disorders, ar naontroliad salwras), -

PRECAUTIONS General Betore instituting therapy with rosuvastatin, mmmpt
shouldbe. made to contsol hypercholesterolemia with appropriate diet and sxercise,
wieight mduction In bese patients, and treatment of underlying medical problems (see
TNDICATIONS AND USAGE). Administration of rosuvastatin 20 mg o patients with severe
venal impaiment (Clz, <30 mLminA.78 m?) resuited in a 3-foid increase in plasyna
concentrations of rosuvastafin compared with healthy volumeers {sc0 WARNINGS,
WyopattiyRhiabdomyolysis and DOSAGE AND ADMINISTRATION). The result of 2 large
pharmatokinetc study conducted in the US demonsirated an apprasdimate 2-lold elevation
in edian exposure in Asian Subjects (vaving either Fiipino, Chinese, Japanese, Korean,
Vigtnamese or Asian-Indian origin) compared with 2 Caucesian control group. This
increase should be considered when making rosuvastatin dosing decisions for Asian
patients. (S22 WARNINGS, Myopathy/Rhabdomyolysis; . CLINICAL PHARMACOLOGY,
Spacial Populations, Race, and DOSAGE AND ADMINISTRATION.) Information for
Patients Patisnis shouid be advised to report promptly unexplained mussclé pain, tender-

ness, mmﬂmmmmdmmwmwmwrm When taking rosuve- -

stalin with an Auminum and magnesium Bydroxide combimation antacid, the aimacid
should be taken at least 2 hours.after rosuvastatin administration (see CLINICAL PHAR-
MACGLOGY, Drug Interactions). Laboratory Tests In the risuvastatin clivical-tria
-program, tipstick-positive proteinuria and microscopic hefmaturia were observed among

¢ tosinastt{med e, prodoeiarly i s osed abov the recommanded 7
™ Fosuvastatn 40 g, when compared t lower dases O rosuvastati O cOmpasator SLTS; .

though it was generaly transient ang was ot associated with worsening ramal function.
Muxsﬁvwglsunlmm.ndmuductmsmld

proteinuria during routing urinalysis festing. Intercctions Oyd
msmaumomnsmmmmmmm wdsmmmms,
rostvastatin munc,wmvdmmwt‘.mh\tmsedﬂ fokfand?fold mpecﬂvely

pragancy aad In- nursing mothers.

- drug level 1
parfial necrosis i the intersttiom of the choroid plexus was observed i a female dog
;memawzmmmfnufﬂabmdw(mmwm N

periormed befors:
and at 12 weeks following bath the faltiation of therapy aud any elevation of dose, and: .
,peﬂcdkwy(u searianaually) thereafter. Liver enzyme changes generaly-occur i - -
3 'months of treatment

mmnmowma“mﬂmybﬁmﬂmm)wm) eiilnd
- and veinal loss were Seen in dogs bréafed for 4 weeks by orat gavage at 90 mghegitay - -

{systamic exposures. 100 imes the. human exposure at 40 mg/day based on ALC). Dosss.
<30 mgykg/day (Systemic exposires <60 times the human exposure at 40 mg/day based -*
wmm)mmmmmmm}ummmuwm:

compared with healthy volunesrs. These increases arb comsidered th be cinically signts:

-cant and require’ special consideration in-the-dosing of rosuvastatin o patients laking
-concomitant cyclospofine (sas WARNINGS, Myopathy/Rhabdomyalysis; and DOSAGE

ummasmmwmmmmwmmm
mwmhoﬁmwmmmw baseline. 2-3). In
patients faking coomasin anticoagulants and rosuvastatin concomftantly, INR shoutd be

- Getermined before stasting rosuvastatin and frequently enough during early-therapy o

* ensure that no signfficant aheration of INR occurs. Once'a stabie NR time has been docer
mentad; TR-zan be moniloned at the intervals usuatly-recommenided o patients on -

" coumarin anticoagelants. |f the-dose of rusivastatin is changed,

the‘same.
should be repéated. Rosinastatil herapy has not been associated wh b

mswmmmmmmmm

- clinical studies have shown that resivastatin dlone doss not raduece basal plasma cortisol’
conientration D impair adrenal reserve, taution should be exerrised d any-HMG-CoR
reductesa inhibior or ather agent’ used. to Jower. cholasterol levels & administersd”
concomitanty with drugs that may decréase the levels o activity of endogenous stevold -
hormanes such as ketoconazole, spiranolactons, and cinvstidine; CNS. Toxdcity CRS- '\,

by pestvascutar hemorhages, edema; mmummfm

mmmmmmmm

m'm“mmwm‘mmhmm“mmmw :lnaddm ttuhmna adversmentsmreporhd regardless of causaliy assess-

vascular lesions; characierized
el infltratio of perivascular spaces,

(Wallerian degensration of retinogeditulaié fibers) in

dependent optic nerve-degensration |
dogs, mammmmmmwwmmmtum
in humans taking the highest recormmended dose. Edema, hemarrhege, and'

fimes the himan exposiire at 40 mo/day based on AUC comparisons). Comeal opacily

mmmmmmﬂmnsmwwwww(mmw :

2 times the human exposire 2t 40 ma/day based on AUC comparisons). Cataracts

mmmmwzmwommmww(mwmw ;

CRESTOR

rosuvastatin calcium

Fechility In 7 104-week

carcinogenicily study in rats at dose levels of 2, 20,50 ur&ﬁmwwdnbyomm
was signiicantly ncrsasad '

the incidence of ulerine stromal -polyps was in-fomales &t
80 miygiday at systemic expasure 20 imes tha haman exposure 3t 40 mo/day based on

genichy study i wice phvan 10,60, 200 moAglday by oral gavage, an inressed
ingidence of ‘hepatocefluér adenomadcarcinoma was. obsered -at. 200 mgAgiday &t

s;smmmsmmmmmwmmmmm,

in W0 mapse micsomicleus test. It fertify. stcies it ora gavage doses of 5, 15,
50 gfuyday, males wers treated for S weeks prior 1o anid throughout mating and famaies

e treated 2 weeks prior to mating-and throisghout Mating unkl gestaion day 7. o Who have
adverse efisct on fertity was abserved ot 50 mi/eg/day (systamic exposires up to 10

fimes human expasure at 40 mghday based on AUC comparisons, In tesficles of dogs

mmwhmmmmmmmmm spermiatidkc glnt cofs were

seen.- Spematigic giant celis were observed. in monikeys aftar S-month treatment af
30 mo/g/day in addition to vacuolation of sensiniferots tublar epithefium. Exposures in
the dog were 20 times and in the monkey 30 timss human exposive at 40 mg/day based

body surface risons. have Bieen seen with -
on budy surface.area comp ‘Siemikar fingings b 3 mrdmsn:aw(mmm

this class. hegmanc:mxs:cmmmmm Rosuvastatic

may caus? etal harm when adminisitred to 2 pregnant waman, Rosuvastatin’s.
_contraindicated in women who are or may become pregnant. Salely in pregnant women
mmmmmm“mmuwmm.wm:mm“

stalin in pregnant women. Rasuwastatin ¢rosses the placentd and & Tound in fefa) tissue
and amniotic Thsd at 3% and 20%, respectively, of 1 maternal plasma concentration’ A
following 4 Single 25.mgAi oral gavage dose on gestation day: 16 in-vais. A higher feta)
tissue distribution {25% maternal plasma concsniration) was observed in r2bbits after 2
single oral gavage doss of 1-mgy/kg.on gastation day 18, i this drug is administered to &
woman with reproductive potential, the patient should be apprised of the potential hazard

10 3 fatus, Infcma(uztw\mmlwanodososofs 15,50 mgfko/day roswastatin
7. pastooits. results in decreased felal bogy - Where

before mating and continuing through day
nmmmhpws)mdewmﬂatmumnmdm(mgmwmw

times human exposure 2t 40 mi/day based on AUC comparisons). in pregrant rais given
mlwmofzzowmwwmmmwrmmma
{weaning), decreased pup survivel occuered in Qroups’ given 50 mo'kgiday, systemic
exposures >12 times human exposute at 40 mghisy based on body surface area conpar

150081 pregnant rabbits given oral gavage doses of 0.3, 1, 3 mg/kg/day from gestation -
- sy 6-to lactation day 18 {weaning), exposures equivalent t0 human mposure 2t

tdecreated fetd) vishilly -
and matimal imortaiity was. obsered. Rosivastatin was. ot Bratogenic in rals &t -
- S2 myay/ay-or in rabbits <3 moAg/day (systamic

40 mofay based ‘on body surtace "area -comparisons;

systemic exposures equivalent to human
expasute &t 40 mo/day based .on- AUG- o7 ‘body” susface’ companson, respectively).

Nursing Mothers [t i not known whather rosuvastitin is excrsied in human mik.
Stucies i {actafing rats ave demonstrated that rosuvastatin i seereed into breast mik
ol levels 3 times higher then that cbtained in the plésma following oral gavage dosing.
Bacaust wiany drugs are sxCreted in Niman mik and because of the polentia for srious
adverse reactions in nursing -infants from rosuvastatin, a decision ‘Shoud be rade
whether s discontinua Rursing or admhnistration:of rosuvastatio. taking into 2ccoint the

-imporiarice of the drug 10 the laciating woman. Pediotric Use The sfely and etiec-

tiveniess i pediatric paibnis have- not bean estabiished. -Traatment’ experience wih
pwimmwhﬁonsmw!mmmmmm

we?Syarsmdde:mmmlmnwolmmmwmmm -
vmmmnmmmmwmmam(&ewmm
is.) The efficacy of fosuvastatia in the mmuhﬁnn(zss'

~MyopathyRhabdomyolysi

. years of age) was comparabie to hm.‘wiohmlnﬂummm
ADVERSE-REACTIONS Rosuvastatin is
haveuwd!yhnmﬁﬁmmlndkdulmmdﬂﬂ!nﬂmﬂ%um

D'W“m‘ Mwm
chenges in INR in pabients not taking anbicoagislants. Semfibrozit: Coadminisiration'of a
_mmmmmmmm(mmwm;
-esutied in 3:2.2- and 1,940l; Wmmhmmcmmmmmm,

- Interactions).

'hwmmiommdﬂy(m

- to modsrate . veral

- discontinised due 10, adverse experiences atfrbutable fo rosuvastatin, The most trequent

mmwmum»m«:w mnmu asthenfa;

shiomical pain; and nausea. Clinical Adverse ‘Adverse experiances,

Tegardiess of causalty assessient, reported in 2% of patiends in placabo-controlied

~ clinical-studies of Tosivastatin are-shown. in Table 1; discontinuations diee to' adverse -
mhmmwupmizmmquMnudmonm

mmss’.mm -

Sty

1, Mg P i

“ment, in 21% of 10,275 patiens treated with rosuvastatin in clinical studies. The events

<0 italis 0ccumed in 2% of these patients. Bofly 95 3. Whole: Abdomind! pain, 4ot

- aong osmasai e s, frdominat o pets -
B mmnmumm@&&ﬁm)hmnmﬂwmmmmm

patients taking rosuvastatin 40 mg; when compared t lower doses of rosuvastatin or
mmWhlmmmummwmmmMMWs-~

comparator.
,mmmwnwm(snmmm Laboratory Tesis,) Other abnormal laboratory

Whmmmmmmzsmm
mmmsms the following evant fias beea reponed diring post-marieting exped-
ence with CRESTOR, regardiess of causaiy assessmént: very rars ¢3ses of jaundics.
"OVERDOSAGE Thare is pa specilic eatment in the Svent of Ovecdose. In the event
of overdose, mmmsmummmmmmmmm
nsﬂuhd k3 mmm Hnmcdﬂ;sls toss mt anmhw enhanca clesrance ol

“cholesterol-lowsring diet befors raceiving CRESTOR dnd:should contiie on this et

'ammmmesrmwbemm:a dose atany fime of day, with-
single. wmwdwmd

" s Dyslipidemia’ Baondib)
mmmmwmssmwwmmwm RESTOR shouid be- -
Individualized: antording 16 goal-of theray’ and: response. The usual commended

 startin dose of GRESTOR i5-10 mg once daily. However, indiation of thérapy with § mg

wudaiysmwbawﬂddemmm 1qulring Jess aggressive LDL-C reductions,
predisposing factors rmymty Mlsmbdwlormulpmlm,_
g mmummmmmmr

mmmcammmmmmmzmmmw
adjusted accordingly. The 46-my dose of CRESTOR is réserved only for thase patients
who have ot ashisved their LDL-Cgsal tilizing the 28 my. dose of CRESTOR anca
Myapaltiy/Raasdomyelysis). When iakiating siatia teerapy o
mmnmmmmmmmmmmmmmm
irst ba yiliized, and only thea rding o

¢ recomime
smmomﬂnmmmmm The
maamum recommanded daily dose is 40 mg. CRESTOR shouid be used in thess patients
sanadpmmmlmmnmmmm,mm)wmm .

‘are imavallabiz. Response to therapy shonid be estimated from pre-apherssis- LDL-C
levels- Dosage in Asian Patients infiaior of CRESTOR therapy with 5 mg once
daily should be'consideted for Asian patients. The potertial for increased syStemiz expo-
sures relative 5 Caucasians is relovant-when consideriog escalation of dose in cases
wmm;mmmwmuammm or 2 mg once
daily.{See WARNINGS, Myopathy/Rfabdor WMMLH(ARMOGY
Pnpuhtuns. Race,and PRECAUTIONS, General). in _Potients
n paients takinig cyclosposine; nmwmuuumncntsw
{see WARNINGS, ¥ ysis, and PRECALITIONS, Drug
mitont Li i The effect of CRESTOR on
LDL-C and fotalC may be-snhanced when sad in-combination with a bila acid binding
mnncnﬁs'oxswmmmmmmmmcmmu

5 g once dai

WARNINGS; -Myopiathy/Rhabdoimyolysis, and

). Dosage in *“Potients. With - Rencl

nndﬁmwnofdnw-snmrymmmm
patients . with: sevecs ~renal impairment

a“mmUmmnnﬂ)memmmcmmmumm

a15mmdalymmmmnd10mgmdams«mwm0ﬂs o
CLINIGAL PHARMACOL 0GY, Spocia Popiulations, Resal insufficency): -

Ium:mmmnaynwuuh»m information abett CRESTOR.
mation, pleass ask yous dockor of bealh care professiona)
lmml‘wn an#dm&mhn

W,Drun

mmmm B




A POWERFUL SS

that's well tolerated

cor DEPRESSION
.~ ANXIETY

UP TO 90% of depressed patients

present with symptoms of anxiety? Lexapro

PROVEN EFFICACY for Major Depressive Disorder escitalopram oxalate ©®

and Generalized Anxiety Disorder®

\_ ~/ POWER TO ENJOY LIFE

IMPORTANT SAFETY INFORMATION - Depression is a serious condition that can lead to suicidal thoughts and behavior. Antidepressants increased
the risk of suicidal thinking and behavior (2% to 4%} in short-term studies of 9 antidepressant drugs in children and adolescents with major
depressive disorder {MDD) and other psychiatric disorders. Patients started on therapy should be observed closely for clinical worsening,
suicidality, or unusual changes in behavior, especially at the beginning of therapy or at the time of dose changes. This risk may persist until
significant remission occurs. Families and caregivers should be advised of the need for close observation and communication with the prescriber.
Lexapro is not approved for use in pediatric patients.

Lexapro is contraindicated in patients taking monoamine oxidase inhibitors [MAQIs), pimozide [see DRUG INTERACTIONS - Pimozide and Celexa), or in patients with
hypersensitivity to escitalopram oxalate. As with other SSRIs, caution is indicated in the coadministration of tricyclic antidepressants [TCAs) with Lexapro. As with
other psychotropic drugs that interfere with serotonin reuptake, patients should be cautioned regarding the risk of bleeding associated with the concomitant use of
Lexapro with NSAIDs, aspirin, or other drugs that affect coagulation. The most common adverse events with Lexapro versus placebo (approximately 5% or greater and
approximately 2x placebo] were nausea, insomnia, ejaculation disorder, somnolence, increased sweating, fatigue, decreased libido, and anorgasmia.

References: 1. IMS National Prescription Audit. May 2005. 2. Sadock BJ, Sadock VA. Kaplan and Sadock’s Synopsis of Psychiatry: Behavioral Sciences/Clinical Psychiatry. 9th ed.
Philadelphia, Pa: Lippincott Williams & Wilkins;2003:552. 3. LEXAPRO [package insert]. St Louis, Mo: Forest Pharmaceuticals, Inc.; 2006.

Please see brief summary of prescribing information for LEXAPRO on following page.
©2005 Forest Laboratories, Inc. 41-1006637R1  12/05 Visit the LEXAPRO website at www.lexapro.com




Briet Summary: For complete details, please see full msmnlng for Lexapro.
Suicidality in Children and Adofescents Antidepressants mcreased the risk of mlcmﬁm and belmlor (nlﬂﬂlilty} I short-lerm studies in childran and adciescents with Major De| r (WOD] and other psychiatic disorders. Anme tonsiGering the S8 of Lexapro Or any other antidepressant in a child or
adolescent must balance this risk with the clinical need. Patients wha are started on rng rved classty or clinical worsening, suicidality, or unusual Idnnochheuﬂuﬁml!l aMuvqimssMulﬂ dvhednﬂﬁo for close obsarvation and communication with the prescriber. Laxapra is not
approved lor uss in pediatric patients. (See Wamings and Precautions: Pediatric Lss) Pool mlym oi shart-term (4 to 16 weeks) placebo-contralied triats of 9 antidepressant d ﬁ Ris and others) in children and adolescents with major depressive disorder (MDD), obsessive compusive disorder (0CD), or other psy-
chiatric disorders (a total of 24 trials involving over 4400 nahunt) have revealed a greater risk of adverse events representing suicidal thinking or behavior (suicidality) during the first few months of ltmnom m ﬂme receiving antidepressants. The average risk of such avents in patients receiving antidepressants was 4%,
twics the placebo risk of 2%. No suicides vceared in these trial
CONTRAINDICATIONS Concomitant use in patients taking monoamine oxidase inhibitors {MAOs) is contraindicated (see WARNINGS). Concomitant use in patients taking pimozid is contraindicated (see &1 Orug Interactions - Pimazide and Celexa). Lexapro is contraindicated in patients with a hypersensitivity to escitalopram or citalopram
or any of the inactive ingredients in Lexapro, WARKINGS WARNINGS-Clinical Worsening and Suicide Risk Clinicat Worsening and Suicide Risk Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or
unusual changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until significant remission occurs. There has been a long-standing concer that antidepressants may have a role in indiicing worsening of depression and the emergance of suicidality in certain patients. Antidepressants increased
the risk of suicidal thinking and behavior (suicidality) in short-term studies in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders. Pooled analyses of short-term placebo-controlied trials of anudeprmnt drugs {SSRis and others) in children and adolescents with MDD, OCD, o other psychi-

atric disorders (a total of 24 triaks invoiving over 4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking (suicidality) during the first few months of treatment in those: antidepressants, The average fisk of Such events in patients receiving antidepressants was 4%, twice the placebo
risk of 2%. There was considerable variation in nsk among drugs, but a tendenicy toward an increase for almost ail drugs studied. The risk of suicidality was most consistently observed in the MDD trials, but there were sm m sk arising from some triaks in other psychiatric indications {obsessive cnmpu\swe disorder and social anxiety
disorder) as well. No suicides occurred in any of these trials. It is unknown whether the Suicidality risk in pediatric extends to longer-term Use, i.e., beyond several months. It is also unknown whcme risk extends 1o adults. All pediatric patients being freated with antidepressants for any indication should be
observed closety for clinical worssning, suiciality, and unusual changes in behavior, especiaily during the initial few months of 2 course of drug ﬂurlw or at times of dose mms, either i mcmul or s«m observation would generally inciude of Jeass waekdy face-to-face contact with patients or their family mem-
umunmgmndummnmmmmmmm ‘every other week visits for the nexi 4 weeks, then at 12 weeks, m::lhml!ywluudmm 2 weeks. Additios wuwhhbmu face-lo-face visits. Aduts with MDD or co-morbid depression in the setling of other psychiatric
illness being treated ld be abseeved simitarty for clinical worsening and smddamy lly during tha initial few moaths of a course of drug Ihmw. oral tunw of du or decreases. The following symptoms, , agitation, panic attacks, insomna, irmitability, hostifity,

aniety

aggressiveness, impulsivity, akam)s;a {psychomotor restiessness), hypomania, and mania, have been reported in aduft and pediatric patients being treated with antidepressants for major depressive disorder as wel astoroﬂw indications, both psychiatric and nonpsychm Atthough a causal link between the emergence of such symp-
toms and either the worsening of depression an/or the emergence of Suicidal impulses s nol been established, there is concern that such symptoms may represent precursors o emerging suicidalty. Consideration should be given to changing the therapeutic regimen, mdudmg possnbfy discontinuing the medication, in patients whose
depression is persistently worse, or who are expenencing emergent suicidality or symptoms that might be precursors to worsenmg depression or suicidality, especially ﬂm(se mems are Severe, abrupt in onset, or were not part of the panem 's presenting symptoms. if the decion has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated with ns¥mmnms (see PRECAUTI "and DOSAGE AND iscontinuation of Treatment witk Lexapro, in full ihing information for a description of the risks of discontinuation of Lexapra).
hmnllesandnreqhmﬂpedlalrwpmm wmammmmmmwmwmmm atric and mmmu«mnmuummmmmwmm nce of agitation, iritability, erusual changes in heavior, and the other sympioms described
above, as well as the and 10 report such immediatety to heatth pmlm Sudlmonmrlnum lncludedallynhwvnhnby mmm Prescriptions for roshouldbewmnforﬂ\esmalles!q tabiets consistent with good patient management, in arder to reduce
the risk of overdose. Families and careqivers of adults belnq treated for deoresm should be simitarly advised. Screening Patients tor Bipolar Disorder: A mwr depressive eplsode may be the inital presentation of bipolar disorder. t i |s qmemry believed (mough not established in comrolled trials) that treating such an episoge with an
antidepressant alone may increase the fikelihood of precipitation of a mixed/manic episode in patients af risk for bipolar disorder. Whether any of the symptoms described above represent such a conversion is unknown. Howwer prior to initiating treatment with an antidepressart, patients with depressive smm iptoms should be adequately
scregned to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatric mslori/ mcludlnq a 1am|ly hmory of suicide, bipolar disorder, and depression. It should be noted mat Lexapro is not approved for use in treating bipolar depression. Pmnnl for Interaction with Monaamine Oxidase Inhibitors
n paients recelving serolonin reuptake inbiltor drugs n combination with a monoamine oxidass inbi been reports of serious, snmmnn fatal, reactions includin ﬁ :memmmu , rigidity, myoclonas, autonomis instabllity with pm:hll rlplll fluctuations of vital sigas, and mental status changes that
intlude extrama agitation tudollnum coma. These reactions have aiso bean reported in nallm hm discontinoed SSRI treatment and bave been started on an Some cases presented Imlhwmrmm!hnmmhyht (amm Farthermore, limited animal data on the effects
of combined use of SSRis that these druy my:ﬁmmlﬂlallyhelmﬂhlwdmumm joral excitation. Theretore, it ts recommended that Lexapro should not be usad in combination with an MAI, or within 14 days of treatment with 2n MAD, Simitarly, at least 14 days
should be allwed after siopping lmpm re starting an nin syndrome has been reportod in two patients who were concomitantly receiving linezolid, an antihiotic which is a reversible non-selective MADI. Serotonin Syndrome: The development of a pomnaw life-threatening serotonin syndrome may nccur wnn
SNRIs and SSRis, inctuding Lexapro treatment, particularly with wmom:tant use of se:monergm drugs (mcludmu triptans) and with drugs which impair metabolism of serotonin {including MAOlS). Serotosin syndrome symptoms may include mantal status changes (e.g., agitation, nalluunamn; coma), autonomic instability (e.g., tachy-
cardia, labile e biood pressure, hyperthenmia), neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarthea). The concomitant use of Lexapro with MAGIs intended o treat depression s cortraindicated (ee ICATIONS 2nd WARNINGS - Patential for lmwun
with Manoamine Dxidase Inhibétors.) Mconcomnam treatment of Lexapro wrlh a &hyaroxytryptamme receptor wsmst (triptan) is Clinicatly wamnud careful obsrvation of the patent is advised, particularty during treatment initiation and dose increases (see PRECAUTIONS - Drug hunamns) The concomitant use of Lexapro with serc-
tonin precursors (such as tryptophan) is not recommended {see PRECAUTIONS - Drug Interactions). PRI its should be cautioned about the risk of serotonin syndrome with the concomitant use of Lexapro and triptans, tramadol or other serotonesgic agents. Drsa Insractions Serplonergic Drugs:
Based on the mechanism of action of SNRIS and SSRis. mduqu Lexaprn and the pmenua} for serotonin syndrome, caition is advised when pro is coadministered with other d aa?s that may affect the sermonembc neurotransmitier systems, such as triptans, linezolid (an antibiotic which is a reversible non-Selective MAOI), lithiurn, tra-
madol, or St John's Wort (sec WARNINGS - Serotonin me). The itant use of Lexapro with other SSRIs, SNRIs or tryptophan is not recommendad (see PRECAUTI Drug Interactions). Triptans: Thera have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a triptan. If concomitant eat-
ment of Lexapro with a triptan is clinically warranted, careful observation 01 the patient is advised, partioularly during treatment initiation and dose increases (se¢ WARNENGS - Serotonin Syndrome ). General D&nmwmmim?m During marketing of Lexapro and other SSRIs and SNRIs (serotonin and norepineph-
rine reuplake inhibitors), there have been spumaneous reports of adverse events occurring upon discontinuation of these drugs, particularty when abrupt, including the following: dysphoric mood, iriability, agitation, dizziness, sensory disturbiances (e.q., paresthesias such as eiectric shock sensations), anxiety, confusion, headache, lethar-
gy, emotional lability, insomnia, and hypomania. While these events are generally self-fimiting, there have been reparts of serious discontinuation symptoms. Patients should be monitored for these symptoms ‘when discontinuing treatment with Lexapro. A gradual reduction in the dose rather than abmpt ‘cessation Is recommended when-
ever possible. Ifintolerable %-mmoms ocour !ollovnng 2 decrease in the dose or upon discontinuation of treatmet, then resurning the previously prescribed dose may be considered. Subsequently, the rm' continue decreasing the dose but at a more gradual rate (ee DOSAGE AND ADMINISTRATION in full prescribing informa-
tion). Abn hed case reparts have documented the occurrence of bleeding episodes in patients treated with psychotropic drugs that interfere with serotonin reuptake. Subsequent epidemiological studies, both of the Case-cantrol and cohort design, have demonstrated an association between use of psychotropic drugs
that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding. In two studies, concurrent use of a nonsteroidal anti-inflammatory drug (NSAID) or aspirin potentiated the risk of bleeding (see Brug lnmalons) Although these studies focused on upper gastrointestinal bleeding, there is reason to believe that
bleeding at other sites may be Similary potentiated. Patients should be cautioned regarding the risk of bleeding assocated with the concomitant use of Lexapro with NSAIDs, aspiri, or other drugs that affect coagulation. ‘Hyponatremia Cases of hyponatremia and SIADH (syndrome of inappropriate antidiureti hormane secretion) have been
reported in association with Lexapro treatment. All patients with these events have recovered with discontinuation of escitaopram and/or medical intervention. Hyponatremia and SIADH have also been reported in association with other marketed drugs effective in the treatment of major depressive isorder. Activation o mn’g_)mmmania
n placebo-controlled trials of Lexapro in major depressive disorder, activation of mania/ypomania was reported in one (0.1%) of 715 patients treated with Lexapro and in none of the 592 patients treated with placebo. One additional case of hypomania has been reported in association with Lexapro treatment. Activation of maniarhypoma-
nia has also been reported in a smalf proportion of patients with major affective disorders treated with racemic citalopram and other marketed drugs effective in the treatment of major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, Lexapro should be used cautiously in patients with a history
of mania. Seizures Athough anticonvuisant effects of racemic citalapram have been observed in animal studies, Lexapro has nof been systematically evaluated in patients with a seczure disorder. These patients were excluded from clinical studies during the proguct's premarketing testing. In clinical triaks of Lexapro, cases of convuision
have been reported in assaciation with Lexapro treatment Like other drugs effective in the treatment of major depmsxve disorder, Lexapro shoukd be introduced with care in patients with a history of seture disorder. laterference with Cognitive and Motor Performance in a study in nosmal volunteers, Lexapro 10 mo/day did not produce
impairment of intellectual function or psychomotor mmmanee Because any psychoactive drug may impair judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous machinery, including automobiles, unti they ase reasonably certain that Lexapro therapy “does nol affect heir ir ability to engage
in Such activities. Ciinical experience with Lexapro in patients with certain concomitant systemic ilinesses is limited. Caution is advisable in using Lexapro in pabients with diseases or conditions that produce atered metabolism o hemodynamic responses. Lexapro has ot been systematically eval-
uated in patients “with a recent history of myocasdial infarction or unstable heart disease. Patients with these diagnoses were generally excluded from chmcal studies during the product's premarke tcsnng In subjects with hepatic impairment, clearance of racemic citalopram was decreased and plasma conceritrations were increased. The
recommended dose of Lexapro in hepatically impaired patients is 10 mg/day (se¢ DOSAGE AND AOMENISTRATION in fult prescnbmg information). Because escitalopram s extensively retion of unchanged drug in urine is a minor route of eimination. Untl adequate numbers of patients with severe renal mpairment have
been evaluated during chronic treatment with Lexapro, Nowever, it should be used with caution in such patients (see DOSAGE AND ADMINISTRATION in fuI! ‘prescribing information). Drug lnlmdiuns CNS Drugs - Given the primary CNS effects of escitalopram, caution should be used when it s taken in combination with other centrelly
acting drugs. Alcohol - Although Lexapro did not potentiate the cognitive and motor effects of alcohol in  clinical trial, a5 with other psychotropic medications, the se of acohol by patients taking Lexapra is not recommended. Monoamine Oﬂdase Inhibitors (MAOls) - Se¢ CONTRAINDICATIONS and WARNINGS. Drugs Thai Inferfere With
Hemostasis (NSAIDs, Asnlml ‘Wararin, etc. ) Serotonin release by platelets an unpnnanl role in hemastasis. Epidemiological studies of the case-control and cohort design that have demonstrated an association between use of pic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinat
bleeding have also shown that ‘ongurrent use of an NSAID or aspirin potentated the risk of bleeding. Thus, pabents should 'be cautioned about the use of such drugs concurrently with Lexapro. Cimetidine - In Subjects wha had received 2t days of 40 mg/day racemic uhlopmm combined administration of 400 mg/day cimetidine for B
days resuted in an increase in citaiopram AUC and G, 0f 43% and 3% respectively. The cinical Significance of these findings is unknown. Di fuoxm In subjects who had received 21 days of 40 mwuay racemic citalopram, combined administration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharma:
cokineics of either citalopram or digoyn. Lithium - Coadministration of ragemic citalopram F"fgllsmglday for 10 days) and M‘-lum ‘)33 mmol/day for 5 nays) had no significant effect on the pharmacolanetics of citalopram or fithium. Nevertheless, plasma lithium levels should be monitored with appropriate adustment to the Irlh\um dose in
accordance with standard clinical practice. Because lithium may enhance the serotonergic escitalopram, caution should en Lexapro and ithium are coadministered. Pimozide and Celexa - n a controlled study, a single dose of pimazide 2 mg co-administered with racemic citalopram 40 mg given once daiy for 11
days was associated with a mean increase in QTc values of approximately 10 msec compared to pimozide given alone. Racemic cnalopmm did nmamrthe mean AUC or C.., of pimazide. The mechanism of this pharmacodynamic interaction is ot known. Sumatriptan - There have been rare postmarketing reports describi ts with
weakness, hyperrefiexia, and incoordination following the use of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e 0., fluoxetine, ine, paroxeting, sertraline, cﬂzlopfam escitalopram) is clinically warranted, appropriate obsarvation of the patient is advised. Theophylllm Combined administration
of racemic crlalopram (40 mg/day for 21 days) and the CYP1A2 substrate theophylline (Single dose of 300 mg) did not affect the phanmacokinetics meophylltm Tha eﬁact of theop! fine on the phamuwlu of citalopram was not evaluated. Warfarin - Administration of 40 mg/day racemic utalupmm for 21 days did not affect the
pharmacokinetics of warfarin, a CYP3A4 substrate. Prothrombin time was increased by 5%, the clinical significance of which is unknown. Carbamazepine - Combined administration of racemic cialopram (40 mg/day for 14 days) and carhamazepine (titrated to 400 malday for 35 days) did not significanty affect the phamacokinetics of
carbamazeping, a CYP3A4 substrate. Although trough wmm plasma levets were unaffected, given the enzyme»mducmrg properties of carbamazepine, the pessibilty that carbamazepine might increas the clearance of escitaopram shoul be considesed it the two drugs are red. Triazolam - Combined administration of racemic
citaloprarm (titrated to 40 myg/day for 28 days) and the CYP3A4 substrate triazolam (smgle dose of 0.25 mp) did not sqn \cantly affect the phannacuhnem of either citalopram or triazolam. Ketoconazole - Combined administration of racemic citalopram (40 mq) and macnmmle l200 a potent CYP3A4 inhibitor, decreased the C,,
and AUC of ketoconazole by 21% and 10%, respectively, and did not significanty affect the pharmacokinelics of citaopram. Ritonavir - Com administration of a single dose of ritonavir (600 mg), both a CYP3Ad substrate and a potent inhiditor of and escitalopram (20 mq) did ot aftect the pharmacokinetics of either Tion-
avir o escitaiopram, CYP3A4 and -2619 Inibitors - /n viro studies indicated that CYP3A4 and -2019 are the primary enzymes involved in the of Huwwer coadministration of esci (20 mg) and ritonavir (]500 mg), a potent inhibitor of CYP3A4, did not significartly affect the pharmacokinetics of escilalo-
pram. Because escitalopram is metabolized by multiple enzyme wtems inhibition of a single enzyme may not appreciably decrease escitalogram clearance. Drugs | P450206 - in vit ies did not reveal an inhibitory effect of escitalopram on CYP206. In addition, steady state levels of racemic Citalopram were
ot significantl different in poor metabolizers and extensive CYP206 metabolizers after multple-dose administration of citalopram, suggesting that coadministration, with acnalopmm of a drug that inhibits CYP2DB, is uniikely o have cinically significant effects on escitalopram metabolism. However, there are limited in vivo data sug-
gesting a modest CYP2D6 inhibitory effect for i, of (20 mg/day for 23 days with the tricyclic antidepressant desipy ramm (single dose of 50 m?\) a substrate for CYP20B, resuted in a 40% increase in G, and a 100% increase in AUIC of desipramine. The clinical significance of this finding is
unknown. Nevertheless, caution is indicated in the of esci md qu by CYP2DS. Metoprotol - Administration of 20 mglday Lexapro for 21 days in healthy volunteers resufted in a 50% increase in C,; and 82% increase in AUC of the beta-adrenergic blocker metoprolod (given in a single dose of 100

mg). Increased metoprolol plasma levels have been associated with decreased selectivity. Coadministration of Lexz o and metoprolol had no clinically s?nrﬁmm effects on blood pressure or heart rate. Electroconvuisive nmgﬁcn - There are no clnical studies of the combined use of ECT and escitalopram. Carcinogenesis,
Mutagenesis, impairment of Fertili cmmr_ls_lg Racemic citalopram was admmlstered inthe diet to NMRVBOM snaxn mice and GOBS WI strain rats for 18 and 24 months, respectively. There was na evidence for carcinogenicty of racemic citalopram in mice receiving up to 240 mg/kg/day. There was an increased incidence of small
intestine carcinoma in rats receiving 8 or 24 miyk/day racemic citalopram, A no-etfect dose for this finding was not established. The relevance of these findings to humans is unknown. Mutagesesis Racemic citalopram was mutagenic in the in wiro bacterial reverse mutation assay (Ames test) in 2 of 5 bacterial strains {Salmonella TAS8
ang TA1537) in the absence of metaboln: activation, It was clestogenic in the in vitrp Chinese hamster fung cell assay for chromosomal abervations in the presence and absence of metabolic activation. Racemic citalopram was not mutagenic in the i vitro mammalian forward gene mutat m{HPRT) in mouse lymghoma cels or in a
coupled in vitro/in vivo unscheguled DNA synthesis (UDS) assay in rat liver, It was not clastogenic i the it vitro chromosomal aberration assay in hisman lymphocytes or in twa i vivo Mouse MICronuCieus assays. When racem:c citalopram was administered omwm 16 male and 24 female rats prior to and through-
out mating and gestation at doses of 32, 48, and 72 my/kg/day, mating was decreased a al doses, and fertlty was decreased at doses > 32 mo/g/day. Gestation duration was increased at 48 my/kg/day. it exposed to Lexapro and other SSRis or SNRIs, late in the third trimester, have developed
complications requiring prolonged huspnalmuon respiratory support, and tube feeding. Such complications can arise immediately upon defivery. Reported clinical findings have included respiratory distress, tyanosis, apnaa, Seizures, tempemnre msﬁmrny feeding difficulty, vomiting, mem , hypotoni népem a, hyperrefiexia
tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic effect of SSRIS and SNRis or, possibly, a drug discontinuation syndrome It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome (see Wi ). Infants to SSRIS in late preqnancy
may have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN cccurs in 1-2 per 1000 five bmns inthe oeneral wpulanon and s associated with s ubstantial neonatal morbidity and mortality. In a retrospective, case-control study of 377 women whose infants were bom with PPHN and 836 women whose

infants were bom healthy, the risk for developing PPHN was approximately six-foid higher for infants expused 10 SSRs after the 1o infants who had not been exposed to amldepmssams Guring pregnancy. There is currently no corroborative evidence regarding the rsk for PPHN fotlowang exposure to SSRis
in pre?( incy: this is the first study that has investigated the potential risk. The study did not include enough cases with expasure 'n mdmdm SSRIs o datenmne if all SSRIs posed similar fevels of PPHN risk. w pregnant woman with Lexapro during the third trimester, the physician should carefully consider both the poten-
risks and benefits of treatment (see DOSAGE AND ADMIMSTMTIGH in full prescribing information). Physicians should note that in a pruspectrve inal study of 201 women with 2 history of major presswn were rwmnc at the beginning of pregnancy, women who discontinued antidepressant medication dunng preg-

nan were more ikely 1o experience a relapse of major depression than women who continued antidepressant medication. Labor and Delivery The effect o Lexam on labor and delivery in humans is unknown. Racemic citalopram, like many other drugs, is excreted in human bmst milk. Theve been two reports.
of infants experiancing excessive somnolence, decreased feedmg, and weight loss in association with breastfeeding from a citalopram-treated mother, in one case, the infant was reported to remetcommewyu dscommmmcimbpmmbynsmomw in the second case, no fol available. The decision
whether to confinue or discontinue eithe nursing or Lexapro therapy should take into account the risks of citalopram exposure 1or the infant and the benefis of Lexapro treatment for the mother. Pediatric Use Safety and effectiveness in the pediatric population hiave not been established (see wmmm and WARNINGS—Clinical
Worsening and Suicide Risk). One placebo-controlied trial in 264 pediatric patients with MDD has been conducted with Lexapro, and the data were not suffcient to support a claim for usé in pediatric mnen Anyrme considering the use of Lexapm in a child or adolescent must balance the potential risks with the clinical need. Geriatric
Use Approximately 6% of the 1144 patients receiving escitalopram in controfied triats of Lexaprd in major ﬂepmswe disorder and GAD were 60 years of age or older; elderly patierts in these trials received dai)y doses of Lexapro between and 20 mg ‘The number of eiderly patients in these \MXS was insufficient to adequateiy assess for
possible differental efficacy and safety measLures on the basis of age. Nevertheless, greater sensitivity of some ekderly individuals to effects of Lexapro cannot be ruled out In two pharmacokineti: studies, escitalopram half-Gfe was increased by approximately 50% in elderty subjects as compared to young subjects and G, wes
(see CLINICAL PHARMACOLOGY). 10 mg/day is the recommended dose for eldeny patients (see DOSAGE AND ADMINISTRATION in full prescnbmg information). Of 4422 patients in clinical studies of racemic cialopram, 1357 were 60 and wer 1034 were 65 and over, and 457 were 75 and over. No overalt differences in samy or effec
tiveness were observed between these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderly and younger patients, but again, greater sensitivity of some elderly individuals cannot be ruled out. ADVERSE REACTIONS Adverse event information for Lexapro was
collected from 715 patients with major depressive disorder who were exposed 10 escitalopram and from 592 patients who were exposed to piacebo in double-blind, placebo-controfied trials. An additionat 284 patients with major depressive disorder were newly exposed o escitalopram in open-label trals. The adverse event cnlorrnamn for
Lexapro in patients with GAD was coliected from 429 patients exposed to escitalopram and from 427 patients exposed to placetio in doublehlmd placebo-controtled irials, Adverse events duri expasure were obtained primaniy by ganeral inquiry and recorded by clnical investigators using terminology of their own choosing. Consequenty,
it is not possible to provide a meaningful estimate of the propnmun of individuals experiencing adverse events without first grouping similar types of events into a smaller number of standardized event categories. In the tables and tabuiations that follow, standard World Health Organization (WHU] terminology has been used to classity
reported adverse events. The stated frequencies of adverse events represent the pmmn of individuals who experienced, at least once, a treatment-emergent adverse event of the type fisted. Ar event was considered treatment-emergent f it occurred for the first time or worsened whike receiving thempy following baseline evaluation.
jerse Events Associated with Discontinuation of Treatment Major er Among the 715 depressed patients who received Lexapra in placebo-controlled trials, 6% discontinued treatment due to an adverse event, as compared to 2% of 532 patients receiving placebo. In two fixed-dose studies, the rate of discontinuation
for adverse events in patients receiving 10 mg/day Lexapro was mt significantly different from me rate of discontinuation for adverse events in patients receiving placebo. The Tate of discontinuation for adverse events in ‘ﬁ:nems assigned to a fixed dose of 20 mg/day Lexapro was 10%, which was significantly different from the rate of dis-
continuation for adverse events in patients recenving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that were associaled with the discontinuation of at least 1% of patients reated with Lexapro, and for which the rate was at least twice that of placebo, were nausea (2%) and epwlamm dxsordef (2% of male patients). Generalized
Anxiety Disorder Among the 429 GAD patients who received Lexapro 10-20 mg/day in piacebo-controlled trials, 8% discontinued tmtmem due to an adverse event, as compared 10 4% of 427 patlems recemng placebo. Adverse events that were associated with me of at least 1% of patients treated with Lexapro, and for
which the rate was at least twice the piacebo rate, were nausea (2"{;) insomnia (1%), and mgue (1%). Incidence of Adverse Events in mwu Clinical l‘ruls ih|nr Dapressive Disorde: 1 enumerates the incidence, rounded to the nearest percent, of among 715 depressed
patients who received Lexapro at doses ranging from 10 to 20 my led trials. Events included are those occurring in Z‘/n or move of patients treated with Lexapro and for wnlch me |v|c|danoe in patients treated with Lexapro was greater than the incidence in placebo-treated patients. The prescriber shaukd be aware that
these figures can not be used to predict the incidence of adverse evems in me course 01 usual medical practice where patient characteristics and other factors differ fmm those which prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures obtained from other clinical investigations involving different
treatments, uses, and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and non-drug faciors to the adverse event incidence me in tne popuiation studied. The most wmmoniy Observed adverse events in Lexapro patients ,m incidence of approxi-
mately 5% or greater and approximately twice the mtenm in placebo patients) were inSomnia, ejaculation disorder (primariy ejacuiatory deiay), nausea, sweating increased, hnﬁue and somnolence (see TMII 1). TABLE mum&wuam Adverss Eveats: incidence in Placebo-Contralied Cilnical Trials for Major Depressive
Disorder* [Lexapra (N=715) and Pfacebo (N=582)]: Autoncmic Nervous System Disorders: Dry Mouth (6% and 5%); Sweating Increased (5% and 2%). Camnl & Peripheral System Diserders: Oizziness (5% and 3% %). Gastrointestinal Disorders: Nausea (15% and 7%); Diarrhea BB% and 5%); Constipation (3% and 1%);
Indigestion (3% and 1%); Abdominal Pain (2% and 1%). Bnml Influenza-iike Symptoms 5% and 4%), Fawue (5% and 2%). Psythialric Disorders: Insomnia (9% and 4%); Somnolence (6% and 2%); Appeme Decreased (3% amﬂ %), Libido Decreased (3'/. and 1%). Respiratory System Disorders: Rhirits (5% and 4%); Sinusitis
{3% and 2%). Urogenital: Ejaculation Disorder'2 (8% and <1%); Impotence? (3% and <1%); rgﬁ_sm {2% and <1%). *Events reported by at Jeast 2% of patients trealed with 0 are reported, except for the following events which had an incidence on placebo > mem headathe, upper respiratory tract infection, back pain, pharyn-
gitis, infiicted injury, anxiety. *Primarily ejaculatory delay. 2Denominator used was for males only (N=225 Lexapro; N 188 placebo). :Denominator used was for females only (N=490 Lexapro; N=404 placebo). Baneralized Anxiaty Disorder Table 2 enumerates the incidence, rounded to the nearest percent of trummt-ememem adverse
events that occurred among 429 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2% or more of pabents treated with Lexapro and for wmch he mauorm in patients treated with Lexapro was greate than the incidence in placebo-treatedt patients. The mos1 cnmmow
ly observed adverse events in Lexapra patients (incidence of approximatedy 5% or greater and ammxzmatez twice the mudenw in phmba paﬁen ) were nausea, ejaculation disorder (9nrnamy ejacul lalof( lay), insomnia, fatigue, decreased ibido, and anor ( [see TABLE 2). TABLE 2: Treatment-Emergen Adverse Events: Incidence
in Placebo-Controlled Clinical Trhlsmen Mhmely Disorder* {Lexapro (N=429) and Placeho { )): Autor ystem Disorders: D Mouth (9% and 5%; Sweating Increased (4% and 1%). Gentral Pnnnlml Nervous System Diserders: Headache (24% and 17% Paresthesia (2% and 1%). Gastvmmmnal
Disorders: Nausea (18% and 8%& Diarrhea (8% and 6%); Canstipation (5% and 4%); indigestion (3% and 2%); Vommnu (3% an\! 1"/.) Abdominal Pain (2 .and 1 ) Flatulence (2% and 1%): Toathache (2% and 0%). General: Fatigue (8% and 2%); Inﬂuenzwke symptoms (5% and 4%). Musculoskeletal: houlder Pain (3%
and 1%). iatric Disorders: Somnolence (13% and 7%) Insomnia (12% and 6%»; Libido Decreased (7% and 2%); Dreaming Abnormal (3% and 2%); Appetite Decreased (3% and 1%); Lethargy (3% and 1%); Yawning (2% and 1%). Urogenital: Ejaculation Dlsnmem (14% and 2%); Ammsmb’ (6% and <1%); Menstrual Disorder
(2% and 1%). *Events reporied by at least 2% of patients treated with Lexapro are reported, except for the fotiowing events which had an incidence on p[aoebo Lexapro: inflicted injury, dizziness, back pain, upper respiratory tract infection, rhinitis, pharyngitis. *Primarity efacutatory detay. 2Denominator used was for males only (N=182
Lexapro; N= 105 placebo). *Denominator used was fof females only (N=247 Lexapro; N=232 placebo). Dose Degendency of Adverse Events The potential dose dependency of common adverse events {defined as an incidence rate of 25% in cither the 10 mg or 20 mg Lexapro groups) was examined on the basis of the combined incidence
of adverse events in twa fixed-dose trials. The overalfincidence rates of adverse events in 10 mp Lexapro-treated patients (56%) was similar to that of the placebo-treated patients (61%), while the |nc:dence e i m 20 mgm:y Lexapro-treated panents was greatet }36%) Table 3 shows common adverse events that occurred in the 20 mg/day
Lexapro group with an incidence that was approximately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group. TABLE 3: Incidence of Common Events* i with Major Depressive Disord bo (N=311}, 19 mg/day Lexapro (N=310), 20 mg/d:{ Lexapro (N=125)]:
gmﬂng Increased (<1%, 3%, 8%); c«nﬂipaﬂnn p'/a 3%, 6%) Fﬂmu [2'/- 2%, 5%) indigestion (1%, 2% £%). Mverse events with an incidence rate of at least 5% in either

Insomnia (4%, 7%, 14%); Diarhea (5%, 6%, 14%); Dry Mouth (3%, 4%, 9%); Somnolence (1% 4%, 9‘&) Dizziness (2%, 4%, 7%] the Lexapro groups
and with an incidence rate in the 20 mg/day Lexapro group that was apprm«mam\y twice that of the tay Lexapro group and the piacebo group. Male and Female Sexual Dystunction Although changes in sexual desire, sexual performance, and sexual satistaction often occur as manifestations of a psychiatnic disorder,
they may alse be a congequence of pharmacologic treatment, In particular, some evidence suggests tha1 SSRIs can ause such umowa sexual expenences. Reliable estimates of the mdenr.e and seventy of untoward exoenems invoiving sexual desire, pedormanoe and satisfaction are dntﬁcult to obtain, however, in part because patients
and physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of umtoward sexual experience and performance cited in product labeling are likety to underestimate their actual nce. Table 4 shows the incidence rates of sexual side effects in patients with major depressive msorder and GAD in placebo-con-

roled triat. TABLE 4: tncidence of Sexual Side EMects in Placebo-Controiled Clinical Trials [In Males Only: mem (N_—407) am Placebo (N=333): Epcuhﬁun Disorder (primarity mlamry de &(12% and 1%); hmdo Decreased (6% and 2%}, Impmznee {2% and <1“/.) {in Females Dnly Lexapro {N=737) and Placebo (N-636)1:
Libido Decreased {3% and 1%); Amr?asmla (3% amd <1%) There are no adequately designed studies examining sexual dysfunction with escitalopram treatment. Priapism has been reported l it s difficut to know the precise risk of sexual dysfunction associaled with the use of SSRIs, physicians should routinely inquire
about such possible side effect Sign Chianges Lexapro and placebo groups were compared with respect to (1) mean change from baseline in vital signs {puise, systolic biood pressure, anﬂ diastolic biood pressure) and (2) the incidence of panu\ts megting criteria for wtzrmalw clinicalty sagmfwam changes from basefine in these
variables. These analyses did nof reveal any clinically important changes in vital Signs associated with Lexapro treatment. In addmou a comparison of supine and standing vital sign measures in subjects receiving Lexapro indicated that Lexapra treatment is not associated with orthostatic chames ﬁmms Patients treated with
Lexapro in comtrolied trials did not differ from placebo-treated pahems wrlh reoani to cf inicafty important change in body weight. Laboratory Changes Lexapro and placebo groups were oornparsd with respectto (1) mean change from baseling in vanous serum chemistry, hematology, and uri and (2) the incidence of patients
megting criteria for potzntalw chmmlw srqnmmnt changes from baseline in these variables. These analyses revealed no dlmmlly importart changes in laboratory test parameters associated with Lexapro ire EI:G Changes Electrocardiograms from Lexapro (MZSJ facemic cnalopmm (’usqmm placebo (N=527) groups were
compared with respect to (1) mean ch ar?e from baseline in various ECG parametevs and (2) the incidence of pabents mesting criteria for potentialty Clinicaly sagmﬁnm changes from baseline in these vanalm analyses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and 2. cnalopmm compared 1o
anincrease of 0.3 bum for placebo and (2) an increase in QTc interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for piacebo. Neither Lexapro nor racemic citalopram were associated with the development of clnically significant ECG abnommalities. Other Events Observed During the Premark
Evaluation of Lexapro Following is a list of WHO terms that reflect treatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS section, reported by the 1428 patients treated with Lexapro for periods af up fo one year in double-blind o open-label clinical trials during its premarketing evaluation. Al report-
ed events are included except those already listed in Tables 1 & 2, those occuring in only ane patient, event terms that are so general as to be uninformative, and those that are unlikely 1o be drug related. tis important to emphasize that, atthough the events reported occurred during treatment with Lexapro, they were not necessarily caused
by it. Events are further categorized by body system and listed in ardar of decreasing fre eguency according to the following definitions: frequent advarse events are those accurring 0n one or more occasions in at feast 1/100 patients; infrequent adverse events are those occurring in less than 1/100 patients bnl at least 171000 patients.
Cardiovascular - Frequent: palpitation, hypertension. /nfrequent: bradycardia, tachycardia, ECG abnormal, flushing, varicose vein. Centrat and Peripharal Nervous System Disorders - Frequent: light-headed feeling, migraine. /nfrequent: tremor, vertigo, restless legs, shaking, Mchmu dysequilibrium, tics, carpal tunnel syndrome, muscle con-
ractions involuntary, siuggishness, coordination abnomal, faintness, hyperrefiexia, muscular tone increased. Gastrointestinal Disorders - Frequent: heartburn, ahdominal cramp, gastroenterits. infrequent: gastroesophageal reflux, bloating, abdominal discomiort, dyspepsia, increased stool trequenty, beiching, gastrits, hemorrhoids, gag-
qing, polypasis gastric, swallowing difficutt. General - Frequenr allerqy, pain in fimb, fever, hot flushes, chest pain. /nfrequent: edema of extremities, chill, tightness of chest, leg pain, asthenia, syncope, malaise, hylans fall. Hemic and Lymphatic Disorders - infrequent: hm;se anemia, nosebleed, hematoma, fymphadenopathy cervi-
cal. Metabolic and Nutritional Disorders - Frequent: increased weight. Infrequent: decreased ‘weight, hyperglycemia, thirst, bilirubin increased, hepatic enzymes increased, gout, hypercholesterolemia. Musculoskeletal Disorders - Fregquent: arthralgia, myalgia. t jaw ‘titness, muscle cramp, muscie stiffness, arihritis, mus-
cle weakness, back discomiort, arthropathy, iaw pain, joint stiffness. Psychiatric Disorders - Frequent: appefite increased, lethargy, imitability, concentration impaired. Inrrvqumtmenness panic reaction, agitation, apathy, forgetfuiness, depression aqnnvamd ‘nervoustiess, restiessness aggravated, suicide attempt, amnesia, anxiely attack,
bruxism, carbohydrate craving, confusion, depersonalization, disorientation, emotionai tability, na‘na?eunml tremulousness nervous, crying abnormial, depression, excitability, auditory hallucination, suicidal tendency. Replodtmve Disorders/Female™ - Frequent: menstrual cramps, menstrual disorder. Infrequent: menomhagia, breast neo-
Blasrn pelvic inflammation, premenstrual syndrome, spotting between menses. “% based on female subjects anly: N= 905 Respiratary System Digorders - Frequellt bronchilis, sinus congestion, coughing, nasal congestion, sinus headache. infrequent asthma, breath shortness, fryngits, pneumonia, trachetts. Skin and Appendages
isorders - Frequent rash. infrequent: prurttus, acne, aiopecia, eczema, demmaiits, dry skin, folicults, lipomea, furunculosis, dry lips, skin nodule. Special Senses - Frequent vision blurred, tinnitus. /nfréquent taste alteration, earache, conjunctvits, vision abnomat, dry eyes, eye imitation, visual disturhance, eye infection, pupis diated,
metalic taste. Urinary System Disorders - Frequent. urinary frequency, urinary tractinfection. infrequent: urinary urgency, kidney stone, dysuia, blood in urine. Evegts Reported Subsequen to the Marketing of Estitalgoram - Althauqh a0 causal relationship to escitalopram treatment has been found, the following adverse events have been
reported to have occurred in palients and to be temporally associated with escitalopram treatment during post marketing exparience and were riot observed during the premarketing evaluation of escitalopram: abnormal gai, acme renal failure, aggression, akathisia, allesgic reaction, anger, angioedema, atrial fibrifation, choreoathetosis,
deliriun, delusion, diplopia, dysarthria, dyskinesia, dystonia, ecchymosis, erythema multiforme, extrapyramidal disorders, fulminant hepatitis, hepatic failure, hypomthesaa mpoqycemla hypokalemn INR increased, gastrointestinal munhaoe glaucoma, grand mal seizures {or convulsions), hemolytic anemia, hepatic necrosis, hepati-
1is, hypotension, leucopenia, myocardial infarction, myoclonus, newrcleptic malignant syndrome, nightmare, nystagmus, orthostatic hypotension, pancreatits, pa in decreased, pulmonary embolism, QT prolongabion, rhabdomyulysss, seizures, serotonin syndrome, SIADH,
spontaneous abortion, Stevens Johnson Syndmms tardive dyskinesia, thrombocytopenia, thrombosis, torsade de pointes, toxic epidermal necmly5|s ventncuhr armylhmn ventncnlar tachycardla and visuai hallucinafions.
Licansed from H. Lundbeck A’S Rev. 0306 © 2006 Forest Laboratories, Inc.
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Prescribe the
fastest-growing ARB'?

No matter where
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hypertension start...

BENICAR and
BENICAR HCT:
Proven to help

your patients
reach GOAL

Help patients reach goal

H TABLETS

cBenicar

(olmesartan medoxomil)

BenicarHCT
(olmesartan medoxomil « hydrochlorothiazide)

USE IN PREGNANCY

When used in pregnancy during the second and third trimesters, drugs that act directly on the renin-
angiotensin system can cause injury and even death to the developing fetus. When pregnancy is
detected, BENICAR or BENICAR HCT should be discontinued as soon as possible. See WARNINGS,
Fetal/Neonatal Morbidity and Mortality in the prescribing information.

BENICAR and BENICAR HCT are indicated for the treatment of hypertension. They may be used
alone or in combination with other antihypertensive agents. BENICAR HCT is not indicated for

initial therapy.
Please see following page for important safety information.

Please see brief summary of prescribing information for BENICAR and BENICAR HCT.

References: 1. Data representing May 2002.-May 2006 from IMS Health. National Prescription Audit, May 2006, 2. Basea on NRx volame tor the first 30 months
following the launch of the respective ARB from IMS Heaith. Nationa! Prescription Audit, December 2005
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BENICAR® Tablets (olmesartan medoxomil)/BENICAR HCT® Tablets {olmesartan medoxomil-hydrochlorothiazide)

Although any chloride deficit is generally mild and usually dees not require spe-
cific treatment except under extraordinary circumstances (as in liver disease or
renal disease), chloride replacement may be required in the treatment of meta-
bolic alkalosis.

Dilutional ia may occur in patients in hot weather; appro-
Priate therapy is water restriction, rather than administration of salt except in rare
instances when the hyponatremia is life-threatening. In actual salt depletion,
appropriate replacement is the therapy of choice.

Hyperuricemia may occur or frank gout may be precipitated in certain patients
receiving thiazide therapy.

In diabetic patients dosage adjustments of insulin or aral hypoglycemic agents
may be required. Hyperglycemia may occur with thiazide diuretics. Thus latent
diabetes melfitus may become manifest during thiazide therapy.

The antihypertensive effects of the drug may be enhanced in the post-
sympathectomy patient.

I progressive renal impairment becomes evident consider withholding or discon-
tinuing diuretic therapy.

Thiazides have been shown to increase the urinary excretion of magnesium; this
may result in hypomagnesemia.

Thiazides may decrease urinary calcium excretion, Thiazides may cause intermit-
tent and sfight elevation of serum cacium in the absence of known disorders of

administration study in the Hras2 transgenic mouse, at doses of up to 1000 mg/kg/day
{about 120 times the MRHD), revealed no evidence of a carcinogenic effect of
olmesartan medoxomil.

Both oimesartan medoxomil and olmesartan tested negative in the in vitro Syrian
hamster embryo cell transformation assay and showed no evidence of genetic
toxicity in the Ames (bacterial mutagenicity) test. However, both were shown to
induce chromosomal aberrations in cultured cells in vitro (Chinese hamster lung)
and both tested positive for thymidine kinase mutations in the in vitro mouse lym-
phoma assay. Olmesartan medoxomil tested negative in vivo for mutations in the
MutaMouse intestine and kidney, and for ctastogenicity in mouse bone marrow
(micronucleus test) at eral doses of up to 2000 mg/kg (olmesartan not tested).
Fertility of rats was unaffected by administration of olmesartan medoxomil at dose
levels as high as 1000 mg/kg/day (240 times the MRHO) in a study in which dos-
ing was begun 2 {female) or 9 (male) weeks prior to mating.

Hydrochiorothiazide

Twa-year feeding studies in mice and rats conducted under the auspices of the
National Toxicology Pragram (NTP) uncovered no evidence of a carcinagenic
potential of hydrochlorolh:ulde in temale mice {at doses of up to app!

Body as a Whofe: weakness
Digestive: pancreatitis, jaundice (intrahepatic cholestatic jaundice). sialadeni-
tis, cramping, gastric irritation

Hematologic: aplastic anemia, ag ytosis, ia, hemolytic anemia,
thrombocytopenia
H ithvity: purpura, itivity, urticaria, izing angiitis

(vasculitis and cutaneous vasculitis), fever, respiratory distress including
pneumonitis and pulmenary edema, anaphylactic reactions

Metabolic: hyperglycemia, glycasuria, hyperuricemia

Musculoskeletal: muscle spasm

Nervous System/Psychiatric: restiessness

Renal: renal failure, renal dystunction, interstitial nephritis

Skin: erythema muttiforme including Stevens-Johnson syndrome, exfoliative
dermatitis including toxic epidermal necrolysis

Special Senses: transient blurred vision, xanthopsia

Laboratory Test Findings
In controlled clinical trials, clinically important changes in standard laboratory
were rarely with of elmesartan

600 mg/kg/day} or in male and female rats (at doses of up to approximately
100 mg/kg/day). The NTP, however, found equivocal evidence for hepatocarcino-
uenicily in male mice.

calcium metabolism. Marked hypercalcemia may be evidence of hyperpara-

thyroidism. Thiazides should be discontinued before carrying out tests for para-

thyroid tunction.

Increases in cholesterol and triglyceride levels may be associated with thiazide

diuretic therapy.

Impaired Renal Function

As a consequence of inhibiting the renin-angiotensin-aldosterone system,

changes in renal function may be anticipated in susceptible individuals treated

with olmesartan medoxomil. In patients whase renal function may depend upon

the activity of the renin-angiotensin-aldosterone system (€.0., patients with severe

congestive heart failure), treatment with angi

and angi in receptor ists has been with oliguria and/or

progressive azotemia and (rarely) with acute renal faiture and/or death. Similar

results may be anticipated in patients treated with olmesartan medoxomil.

(See CLINICAL PHARMACOLOGY, Special Populations in the full prescribing

information.)

in studies of AGE inhibitars in patients with unilateral or bilateral renal artery

stenosis, increases in serum creatinine or blood urea nitragen (BUN} have been

reported. There has been no long-term use of olmesartan medoxomil in patients

with unilateral or bilateral renal artery stenosis, but similar resufts may be

expected.

Thiazides should be used with caution in severe renal disease. In patients with

renal disease, thiazides may precipitate azotemia. Cumulative effects of the drug

may develop in patients with impaired renal function.

Information for Patients

Pregnancy: Female patients of childbearing age should be told about the conse-

quences of second and third trimester exposure to drugs that act on the renin-

angiotensin system and they should be told also that these consequences do not

appear to have resulted from intrauterine drug exposure that has been limited to

the first trimester. These patients should be asked to report pregnancies to their

physicians as soon as possible.

Symptoma:;c Hypolenswn A patient receiving BENICAR HCT® should be cau-

tioned that lig can occur, especially during the first days of therapy,

and that it shoulﬂ be reported to the prescribing physu:ran The patients should

be told that if syncope occurs, BENICAR HCT® should be discontinued until the

physician has been consulted.

All patients should be { that i fluid intake, ive perspira-

tion, diarrhea or vomiting can lead to an excessive fall in biood pressure, with the

same consequences of light-headedness and possible syncope.

Drug Interactions

Olmesartan medoxomil

No signifi canl drug |nlerachons were reported in studles in which olmesartan
was istered wil digoxin or warfarin in

healthy volunteers. The bioavailability of olmesartan was not significantly attered

by the ca-administration of antacids [AOH)yMg(OH)z]. Olmesartan medoxomil is

not metabolized by the cytochrome P450 system and has no effects on P450

enzymes; thus, interactions with drugs that inhibit, induce or are metabolized by

those enzymes are not expected.

Hydrochiorothiazide

When administered concurrently the following drugs may interact with thiazide

diuretics:

thiazide was not g ic in vitro in the Ames mutagenicity assay of
Salmoneﬂa typhimurium strains TA 98, TA 100, TA 1535, TA 1537 and TA 1538,
or in the Chinese Hamster Ovary (CHO) test for chromosomal aberrations. It was
also not genotoxic in vivo in assays using mouse germinal cell chromosomes,
Chinese hamster bone marrow chremosomes, or the Drosophila sex-linked reces-
sive lethal trait gene. Positive test results were obtained in the in vitro CHO Sister
Chromatid Exchange {clastogenicity) assay, the Mouse Lymphoma Cell (muta-
genicity) assay and the Aspergillus nidufans non-disjunction assay.
Hydrochiorothiazide had no adverse effects on the fertility of mice and rats of
either sex in studies wherein these species were exposed, via their diet, to doses
of up te 100 and 4 mg/kg, respectively, prior to mating and throughout gestation.
Pragnancy
Pregnancy Categories C (first trimester) and D (second and third trimesters)
(See WARNINGS: Fetal/Neonatal Morbidity and Mortality.)
Nursing Mothers

Creatinine, Blood Urea Nitrogen: Increases in blood urea nitrogen (BUN) and
serum creatinine of >50% were observed in 1.3% of patients. No patients were
discontinued from ctinical trials of olmesartan medoxomil-hydrochiorothiazide due
to increased BUN or creatinine.
Hemoglobin and Hematocrit: A greater than 20% decrease in hemoglobin and
hematocrit was observed i in 0.0% and 0. 4% (one patient), respectively, of
olmesartan ide patients, Ppi with 0.0% and
0.0%, respectively, in placebo -treated patients. No patients were discontinued due
10 anemia.
Post-Marketing Experience: The foliowing adverse reactions have been reported in
post-marketing experience:

Body as a Whole: Asthenia, angioedema

Gastrointestinal: Vomiting

Musculoskeletal: Rhabdomyolysis

Urogenital System: Acute renal failure, increased blood crealinine levels

Skin and Appendages: Alopecia, pruritus, urticaria
OVEROOSAEE

It is not known whether olmesartan is excreted in human milk, but is
secreted at low concentration in the milk of lactating rats. Because of the potential
for adverse effects on the nursing infant, a decision should be made whether to
discontinue nursing or discontinue the drug, taking into account the importance
of the drug to the mother.

Thiazides appear in human milk. Because of the potential for adverse effects on
the nursing infant, a decision shouid be made whether to discontinue nursing

or discontinue the drug, taking into account the impartance of the drug to the
mother.

Padiatric Use

Safety and effectiveness in pediatric patients have not been established.
Geriatric Use

Clinical studies of BENIGAR HCT® did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from younger
subijects. Other reported clinical experience has not identified differences in
respenses between the eiderly and younger patients. In general, dose selection
for an elderly patient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic, renat or car-
diac tunction and of concom'ﬂam diseases or other drug therapy.

0 and ally excreted by the kidney, and
the risk of mxlc reacuons to this druu may be greater in patients with impaired
renal function.

ADVERSE REACTIONS

D .

0! i ide has been evaluated for safety in 1243
hypertensive patients. Treatment with
was well tolerated, with an incidence of adverse events similar m placebo. Events
generally were mild, transient and had no relationship to the dose of elmesartan
medoxomil-hydrochlorothiazide.

in the clinical trials, the overall trequency of adverse events was not dose-related.
Analysis of gender, age and race groups demonstrated no differences between
olmesartan medoxomil-hydrochlorothiazide and placebg-treated patients. The rate
of withdrawals due to adverse events in all trials of hypertensive patients was

lelted data are available related to overdosaue in humans, The mosl lnkely mani-
of would be h

i 1 occurs lf sympto-

could be it p (vagal 1)
treatment should be initiated. The

matic ion should occur,
dialyzability of olmesartan is unknown.
No fethality was observed in acute toxicity studies in mice and rats given single

oral doses up to 2000 mg/kg The lethat oral
dose of olmesartan medoxomil in dogs was greater than 1500 mg/kg.
Hydrochlorothiazide

The most common signs and symptoms of overdose observed in humans are
those caused by electrolyte depletion (hypokalemia, hypochloremia, hypo-
natremia) and dehydration resulting from excessive diuresis. If digitalis has also
been i y may cardiac ar ias. The degree
te which hydr i is remaved by h is has not been estab-
tished. The oral LDs, of hydrochiorothiazide is greater than 10 g/kg in both mice
and rats.
DOSAGE AND AOMINISTRATION
The usual recommended starting dose of BENICAR® (olmesartan medoxomil) is
20 mg once daily when used as monotherapy in patients who are not volume-
contracted. For patients requiring further reduction in bloed pressure after 2
weeks of therapy, the dose may be increased to 40 mg. Doses above 40 mg do
not appear to have greater effect. Twice-daily dosing offers no advantage over the
same total dose given once daily.
No initial dosage adjustment is recemmended for eiderly patients, for patients
with maderate to marked renal impairment {creatinine clearance <40 mL/min) or
with moderate to marked hepatic dystunction (see CLINICAL PKARMACOLOGY,
Spaecial Populations in the full preseribing information). For patients with possi-
ble depletion of intravascular volume (e.g., patients treated with diuretics, particu-
larly those with impaired renal function), BENICAR® should be initiated under
close medical supervision and consideration should be given to use of a lower
;!arﬁnu t;ose (see WARNINGS, Hypotension in Volume- or Salt-Oepleted
atients).

Hy iazide is effective in doses between 12.5 mg and 50 mg once daily.

2.0% (25/1243) of patients treated with y

and 2.0% (7/342) of patients treated with placebo.

In a placebo-cantrolled clinical trial, the following adverse events reported with
olmesartan medoxomil-hydrochilorothiazide occurred in >2% of patients, and

The side effects (see WARNINGS) of BENICAR® are generaliy rare and indepen-
dent of dose; those of hydrochiorothiazide are most typically dose-dependent
(e.g., pancreatitis)

ome d
Alcohol, i Or Narcotics — ation of i ion may do occur wnh hydrochlorotmaznde Therapy with any combination of olmesartan
oceur. mare afien on the olmesartan than and hy will be iated with both sets of dose-
S § ) X on placebo, regardiess of drug relanonshlp ide effects.
Antidiabetic Drugs (oral agents and insulin) - dosage adjustment of the anti- side eflects.
diabetic drug may be required. Ulmeélglmn/ 0 werz To minimize dose-independent side effects, it is usually appropriate to begin com-
ther Antibypertensive Drugs — additive effect iation. H Placebo Iimosartan bination therapy only after a patient has failed to achieve the desired effect with
Other An lhyge tensive mgs a 4| ive effect or potentiation e (Na247) (N=d2) (N125) (N=88) monotherapy.
Cholestyramine and Colestipol Resins — absorption of hydrachlorothiazide is (%) 9, (%) (%)
impaired in the presence of anionic exchange resins. Single doses of either Therapy S -
cholestyramine or Colestipol resins bind the hydrochlorothiazide and reduce its Gastrointestinal BENICAR HCT® (olmesartan ydrocl may be
absorption from the gastrointestinal tract by up to 85 and 43 percent, Nausea 3 0 2 1 for its mrat?d 00"190.“9"5
Cortcosteroids, ACTH ~ ntensifed electolyte depletion, particularly Ooss Titration by Clinical Eflgct
Pressor Amines (e, ing) - possible response 10 pressor ‘Metabolic BENICAR HCT® is avallaple in strengths of 20 mg/12.5 mg, 40 mg/12.5 mg
amines but not sufficient to preclu de thelr use. m —— and 40 mg/25 my. A patient whose blood pressure is inadequately controlled
) _ eruricemia 4 2 0 2 by BENICAR® or hydrochlorothiazide alone may be switched to once daily
Skeletal Muscle , Non (e.g., possible BENICAR HCT® (olmesartan medoxomil-hydrachlorothiazide).
increased responsiveness to the muscle relaxant. ! Nervous System Dosing should be individualized. Oepending on the blood pressure response, the
Lithium - should not generally be given with diuretics. Diuretic agents reduce the Dizziness ) 2 ] 8 dose may be titrated at intervals of 2-4 weeks.
;‘;’;‘:ﬂ‘;‘z;’?‘;‘fﬁi%m"“g “;’;ig‘:]‘; ab:flgrhe 'l'lss'; °th 's“lrc':m toxicity. Rs:ie"hm the pack- If blood pressure is not controlled by BENICAR® alone. hydrochiorothiazide may
edoxomi-hy drochloeolﬁia e Pere— be added starting with a dose of 12.5 mg and later titrated to 25 mg once daily.
Non-steroidal Anti-inflammatory Drugs - in some patients the administration of a Upper Respiratory I; 30';2":{‘ ;(']s:gk 'ggcgyg;?,;r:gﬂ?:ﬂzeioafg ﬁénf:fni\::utzngieg!os;ng:gsﬂrl
non-steroidal anti-inflammatory agent can reduce the diuretic, natriuretic and anti- Tract Infection 7 0 6 7 control. If large doses of hydrochlorothiazide have been used as monotherapy

hypertensive effects of toap, potassium-sparing and thiazide diuretics. Therefore,
when olmesartan medoxomil-hydrochlorothiazide tablets and non-steroidal anti-
inflammatory agents are used concemitantly, the patients should be observed
closely to determme if the desired effect of the diuretic is obtained.

[ of Fertility
5 ny e
No carci studies with i iazide have
been conducted.
Olmesartan medoxom:l-hydruchlorothnazlde in a ratio of 20:12.5 was negative in
the reverse mutation test up
10 the maxil plate for the standard assays.
Olmesartan il and were tested indivi and in

combination ratios of 40:12.5, 20:12.5 and 10:12.5, for clastogenic activity in the
in vitro Chinese hamster lung (CHL) chromosomal aberration assay. A positive
response was seen for each component and combination ratie. However, no
synergism in clastogenic activity was detected between olmesartan medoxomil
and atany ien ratio. Olmesartan medoxomii-
hydrochlorothiazide in a ratio of 20:12.5, administered orally, tested negative in

The following adverse events were alse reported at a rate of >2%, but were as, or
more, common in the placebo group: headache and urinary tract intection.
Other adverse events that have been reported with an incidence of greater than
1.0%, whether or not attributed to treatment, in the more man 1200 hypertensive
patients treated with olmesartan in or
open-label trials are listed below.

Body as a Whole: chest pain, back pain, peripheral edema

Cemn:{ and {’sﬁpneral A!ervau$ System: v_eniuo

pain, g tis, diarrhea
Liver and Biliary Systam: SGOT i , GGT i , SGPT i
ic and itic yperlipemia, creatine i i

hyperglycemia
Musculoskeletal: arthritis, arthralgia, myaigia
Respiratory System: coughing
Skin and Appendages Disorders: rash
Urinary System: hematuria
Facial edema was reponed in 2/1243 patients receiving oimesartan medoxomil-

the in vivo mouse bone marrow erythrocyte mi assay at
doses of up to 3144 mg/kg.

has been reported with angiotensin It recepter
antzgomsts

No studies of impairment of fertility with il-hy

have been conducted.

Oimesartan medoxomil

( d il was not carcii ic when ini by dietary
administration to rats for up to 2 years. The highest dose tested (2000 mg/kg/day}
was, On a mg/m?2 basis, about 480 times the maximum recommended human
dose (MRHD} of 40 mg/day. Two carcinogenicity studies conducted in mice, a
6-month gavage study in the p53 knockout mouse and a 6-month dietary

Other adverse events that have been reported with an incidence of greater than
0.5%, whether or not attributed to treatment, in more than 3100 hypenenslve

patients treated with olmesartan in d or open-
labet trials are and I
Hydrochiorothiazide

Other adverse experiences that have been reported with hydrochlorethiazide,
without regard to causality, are listed below:

and volume depletion or hyponatremia is present, caution should be used when
adding BENICAR® or switching to BENICAR HCT® as marked decreases in biood
pressure may occur {see WARNINGS, Hypotensien in Volume- ar Salt-Depleted
Patlents). Consideration should be given to reducing the dose of hydrochiorothiazide
to 12.5 mg before adding BENICAR®,

The antihypertensive effect of BENICAR HCT® is related to the dose of both com-
ponents over the range of 10 mg/12.5 mg to 40 mg/25 mg (see CLINICAL PHAR-
MACOLOGY, CHnical Trials in the full prescribing information). The dose of
BENICAR HCT® is one tablet ance daily. More than one tabiet daily is not
recommended.
BENICAR HCT® may be
Patients with Renel Impeirment

The usual regimens of therapy with BENICAR HCT® may be followed provided the
patient's creatinine clearance is >30 mL/min. in patients with more severe renal
impairment, loop diuretics are preferred to thiazides, so BENICAR HCT® is not
recommended.

Patlonts with Hepatic impairment

No dosage adjustment is necessary with hepatic impairment {see CLINICAL
PHARMACDLOGY, Special Populations in the full prescribing information).

with other antihy ive agents.

Manufactured for Sankyo Pharma Inc., Parsippany, NJ 07054
Rx Dnly

Copyright © Sankyo Pharma Inc. 2005. Alt rights reserved.
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THE

FINE ART
OF GLEEP

PRESCRIBE I3
FIRST-LINF—FOR A FULL
7 TO 8 HOURS OF SLEEP

LUNESTA has been studied in large,
well-controlled clinical trials in
2! of the following patient types:

Patients With Insomnia Comorbid
With Major Depressive Disorder

Patients With Insomnia Comorbid
With Generalized Anxiety Disorder

Patients With Insomnia Comorbid
With Rheumatoid Arthritis

» Patients With Insomnia Comorbid
With Menopause

The failure of insomnia to remit after
7 to 10 days of treatment should be
medically evaluated.

4
Leave the rest to... i

Lunesta

eszopiclone)c
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\_/esta
eszopiclonge

1,2AND 3 MG TABLETS
BRIEF SUMMARY

{NDICATIONS AND USAGE

LUNESTA is indicated for the treatment of insomnia. In controlied outpatient and sleep
laboratory studies, LUNESTA administered at bedtime decreased sleep latency and
improved sleep maintenance.

CONTRAINDICATIONS

None known.

WARNINGS

Because sleep di may be the pi of a physical and/or
psychiatric disorder, symptomatic trealmem of i insomnia should be initiated only
after a careful evaluation of the patient. The failure of insomnia to remit after 7 to 10
days of treatment may indicate the presence of a primary psychiatric and/or medical
iliness that should be evaluated. Worsening of insomnia or the of new

Sprague-Dawley rats in which racemic zopicione was given in the digt, and in which
plasma levels of eszopiclone were reached that were greater than those reached in
the above study of eszopicione, an increase in mammary gland adenocarcinomas in
females and an increase in thyroid gland follicular cell adenomas and carcinomas in
males were seen at the highest dose of 100 mg/kg/day. Plasma levels of i
atthis dose are estimated to be 150 (females) and 70 (males) times those in humans
recaiving the MRHD, The mechanism for the increase in mammary adenocarcinomas
is unknown. The increase in thyroid tumors is thought to be due to increased levels
of TSH secondary to i of cil ing thyroid amech-
anism that is not considered fo be relevant to humans.

na (‘amnoqemcny study in B6C3F1 mice in which racemic zoplclone was given in

the diet, an increase in and i plus in
females and an increase in skin ﬁbromas and sarcomas in males were seen at the
highest dose of 100 y. Plasma levels of i at this dose are estimat-

ed to be 8 (females) and 20 (males) times those in humans receiving the MRHD. The
skin tumors were due to skin lesions induced by aggressive behavior, a mechanism
that is not relevant to humans, A carcinogenicity study was also performed in which
CD-1 mice were given eszopiclone at doses up to 100 mg/kg/day by oral gavage;
allhouan this study did not reach a maximum tolerated dose, and was thus

thinking or behavior abnormalities may be the consequence of an unrecognized psy-
chiatric or physical disorder. Such findings have emerged during the course of treat-
ment with sedative/hypnotic drugs, including LUNESTA. Because some of the impor-
1ant adverse effects of LUNESTA appear to be dose-related, it is importarnt to use the
fowest possitile effective dose, especially in the elderty {(see DOSAGE AND ADMINIS-
TRATION in the Full Preseribing Informatlon).

A variety of abnormal thinking and behavior changes have been reported to occur in
association with the use of sedative/ypnotics. Some of these changes may be char-
acterized by decreased inhibition {e.g., aggressiveness and extroversion that seem
out of character), similar to effects produced by alcohol and other CNS depressants.
Other reported behaviaral changes have included bizarre behavior, agitation, hailuci-
nations, and depersunahzanon Amnesia and olher neurapsychiatric symptoms may

for overall of ic potential, no increases in either
pulmonary or skin tumors were seen at doses producing plasma levels of
eszopiclone estimated to be 90 times those in humans receiving the MRHD—i.e.,
12 times the exposure in the racemate study.
Eszopiclone did not increase tumors in a p53 transgenic mouse bioassay at orat
doses up to 300 mg/kg/day.
Mutagenesis: Eszopiclone was positive in the mouse lymphoma chromosomal
aberration assay and produced an equivocal response in the Chinese hamster ovary
cell chromosomal aberration assay. It was not mutagenic or clastogenic in the
bacterial Ames gene mutation assay, in an unscheduled DNA synthesis assay, or in
an in vivo mouse bone marrow micronucleus assay.

occur In primarily deps patients,

inciuding suicidal lhlnluno. has been reported il m association with the use of seda:
tive/ypnotics.

1 can rarely be determined with certainty whether a particular instance of the abnor-
mal behaviors listed above are drug-induced, spontaneous in origin, or a result of an
underlying psychiatric or physical disorder. Nonetheless, the emergence of any new
behaviorat sign or symptom of concern requires carefui and i

(S)N i a of was positive in the Chinese
hamster ovary “cell and human lymphocyte chromosomat aberration assays. It was
negative in the bacterial Ames mutation assay, in an in vitro 2P-postiabeling DNA
adduct assay, and in an in vivo mouse bone marrow chromosomal aberration and
micronucleus assay.

Impairment Of Fertility: Eszopicione was given by oral gavage to male rats at doses

Following rapid dose decrease or abrupt di of the use of

notics, there have been reports of signs and symptoms similar to those associated with
withdrawal from cther CNS-depressant drugs (see DRUG ABUSE AND DEPENDENCE).

LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid
onset of action, LUNESTA should only be ingested immediately prior to going to bed
or after the patient has gone 10 bed and has experienced difficulty falling asleep.

Patients receiving LUNESTA should be cautioned against engaging in hazardous
occupations requiring complete mental alertness or motor coordination {e.g.. oper-
ating machinery or driving a motor vehicle) atter ingesting the drug, and be cautioned
about potential impairment of the performance of such activities on the day follow-
ing mgesuon of LUNESTA. LUNESTA, like other hypnatics, may produce additive
CNS-d effects when with other p

anticonvulsants, antihistamines, ethanal, and other drugs that themselves produca
CNS depression. LUNESTA should not be taken with alcohol. Dose adjustment may
be necessary when LUNESTA is init with other CNS agents,
because of the potentially additive effects.

PRECAUTIONS

General

Timing Ot Drug Administration: LUNESTA should be taken immediately before bedtime.
Taking a sedative/nypnatic while still up and about may result in short-term memory
impairment, hailucinations, impaired coordination, dizziness, and lightheadedness.

Use In The Eiderly And/Or Debilitalsd Patients: Impaired motor and/or cognitive
performance after repeated exposure or unusual Sensitivity to sedative/hypnotic
drugs is a concern in the treatment of elderly and/or debilitated patients. The recom-
mended starting dose of LUNESTA for these patients is 1 mg (see DOSAGE AND
ADMINISTRATION in the Full Prescribing Informatlon).

Use In Patients With Concomitant lliness: Ciinical experience with eszopiclone in
patients with concomitant illness is limited. Eszopiclane should be used with caution
in patients with diseases or conditions that could affect metabolism or hemodynamic
responses.

A study in heaithy did not reveal respiratory effects at doses
2.5-fold higher (7 mg) than the dose of Caution is advised,
however, if LUNESTA is prescribed to patients with compromised respiratory function.
The dose of LUNESTA should be reduced to 1 mg in patients with severe hepatic
impairment, because systemic exposure is doubled in such subjects. No dose adjust-
ment appears necessary for subjecls with mild or moderate hepatic impairment. No
dose adjustment appears necessary in subjects with any degree of renal impairment,
since less than 10% of eszopiclone is excreted unchanged in the urine.

The dose of LUNESTA should be reduced in patients who are administered potem
inhibitors of CYP3A4, such as ketoconazole, while taking LUNESTA. D,

up to 45 mg/kg/day from 4 weeks premating through mating and to female rats at
doses up to 180 mg/kg/day from 2 weeks premating through day 7 of pregnancy. An
additional study was performed in which only females were treated, up to
180 mg/kg/day. Eszopiclone decreased fertility, probably because of effects in both
males and females, with no females becoming pregnant when both males and
temales were treated with the highest dose; the no-effect dose in both sexes was
5 mg/kg (16 times the MRHD on a mg/m? basis). Other effects included increased
preimplantation loss (no-effect dose 25 mg/kg), abnormal estrus cycles (no-effect
dose 25 mg/kg), and decreases in sperm number and motility and increases in mor-
phologically abnormal sperm {no-effect dose 5 mg/kg).

Pregnancy

Pregnancy Category C. Eszopiclone administered by oral gavage to pregnant rats and
rabbits during the period of organogenesis Showed no evidence of teratogenicity up
10 the highest doses tested (250 and 16 mg/kg/day in rats and rabbits, respectively,

'Events for which the LUNESIA meidence was equal to or [ess than placebo are not
listed, but included the following: abnormal dreams, accidental injury, back pain,
diarrhea, flu syndrome, myalgia, pain, pharyngitis, and rhinitis.

Adverse events that suggest a dose-response relationship in adults include viral
infection, dry mouth, dizziness, hallucinations, infection, rash, and unpleasant taste,
with this relationship clearest for unpleasant taste.

The following lists the incidence {% placebo, 2 mg, 3 mg, respectively) of treatment-
emergent adverse events from combined Phase 3 placebo-controlled studies of
LUNESTA at doses of 1 or 2 mg in elderly adults {ages 65-86). Treatment duration in
these trials was 14 days. Data are limited to events that occurred in 2% or more of
patients treated with LUNESTA 1 mg (n=72) or 2 mg (n=215) in which the incidence
in patients treated with LUNESTA was greater than the incidence in placebo-treated
patients.’

Maccﬂenﬁl mlury (1% 0%, 3%), headache (14%, 15%, 13%), pain
(2%, 4%, 5%). diarthea (2%, 4%, 2%), dry mouth (2%, 3%, 7%).
dyspepsia (2%, 6% 2%). ; abnormal dreams (0%, 3%, 1%), dizzi-
ness (2%, 1%, 6%), nervousness (1%, 0%, 2%), neuralgia (0%, 3%, 0%).
appendages: pruritus: (1%, 4%, 1%). Special senses: unpleasant taste (0%, 8%,
12%). umm_sm,em.unnary tract infection (0%, 3%, 0%).

‘Events for which the LUNESTA incidence was equal to or less than placebo are not
listed, but included the following: abdominal pain, asthenia, nausea, rash, and
somnolence.

Adverse events that suggest a dose-response relationship in elderly adults include
pain, dry mouth, and unpleasant taste, with this relationship again clearest for
unpleasant taste. These figures cannot be used to predict the incidence of adverse
events in the course of usual medical practice because patient characteristics and
other factors may differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannot be compared with figures obtained from other clinical inves-
tigations involving different treatments, uses, and investigators.

The cited figures, however, do provide the prescribing physician with some basis for
estimating the relative contributions of drug and non-drug factors to the adverse
event incidence rate in the population studied.

Other Events Observed During The Premarketing Evaluation Of LUNESTA.
Following is a list of modified COSTART terms that reflect treatment-emergent
adverse events as defined in the introduction to the ADVERSE REACTIONS section
and reported by approximately 1550 subjects treated with LUNESTA at doses in the
range of 110 3.5 mg/day duning Phase 2 and 3 clinical trials throughout the United
States and Canada. Ali reported events are included except those already listed here
or listed elsewhere in labeling, minor events common in the general popufation, and
events unlikely to be drug-related. Although the events reported occurred during
treatment with LUNESTA, they were not necessarily caused by it.

Events are listed in order of decreasing frequency according to the following defini-
tions: frequent adverse events are those that occurred on one or mare occasions in
at least 1/100 patients; infrequent adverse events are those that occurred in fewer
than 1/100 patients but in at least 1/1,000 patients; rare adverse events are those that
occurred in fewer than 1/1,000 patients. Gender-specitic events are categorized
based on their incidence for the appropriate gender.

Fraguent: chest pain, migraine, peripheral edema.

Infraquent: acne, agitation, allergic reaction, alopecia, amenorrhea, anemia, anosexia,
apathy, arthritis, asthma, ataxia, breast engorgement, breast enlargement, breast
neoplasm, breast pain, bronchitis, bursitis, celluiitis, cholelithiasis, conjunctivitis,
contact dermatitis, cystitis, dry eyes, dry skin, dyspnea, dysuria, eczema, ear pain,

these doses are 800 and 100 times, the

human dose (MRHD] on a mg/n¥* basis), In the ral, slight reductions in fetal weight
and evidence of developmental delay were seen at matemally toxic doses of 125 and
150 mg/kg/day, but not at 62.5 mg/kg/day (200 times the MRHD on a mg/m? ba5|s)

labitity, epistaxis, face edema, female lactation, fever, halitosis, heat stroke,
hematuria, hernia, hiccup, hostility, hypercholesteremia, hypertension, hypertonia,
hypesthesia, incoordination, increased appetite, insomnia, joint disorder (mainty
swelling, stiffness, and pain), kidney calculus, kidney pain, laryngitis, leg cramps,

Eszopiclone was also administered by oral gavage to pregnant rats

malaise, mastitis, melena, memory impaimment, menorrhagia,

pregnancy and lactation periods at doses of up to 180 posl-
implantation loss, decreased postnatal pup weights and survival, and increased pup
startle response were seen at all doses; the lowest dose tested, 60 mg/kg/day, is 200
times the MRHD on a mg/m? basis. These doses did not produce significant mater-
nal toxiclty. Eszapicione had no effects on other behavioral measures or seproductive
function in the offspring.

There are no adequate and well-controlied studies of eszopiclone in pregnant women.
Eszopiclone shoutd be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Labor And Delivery: LUNESTA has no established use in labor and delivery.

Nursing Mothers: It is not known whether LUNESTA is excreted in human milk.
Because many drugs are excreted in human milk, caution should be exercised when
LUNESTA is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of eszopiclone in children below the age of 18
have not been established.

Geriatric Use: A total of 287 subjects in double-blind, parallel-group, placebo-con-
trotled clinical trials who recefved eszopicione were 65 to 86 years of age. The over-
ali pattern of adverse events for elderly subjects (median age = 71 years) in 2-week
studies with nighttime dosing of 2 mg eszopicione was not ditferent from that seen
m younger adults. LUNESTA 2 mg exhibited significant reduction in sleep latency and

adjustment is also recommended when LUNESTA is administered with agents hav—
ing known CNS-depressant effects.

Use In Patients With Depression: Sedative/hypnotic drugs should be administered
with caution to patients exhibiting signs and of dep Suicidal ten-
dencies may be present in such patients, and protective measures may be required.
Intentional overdose is more common in this group of patlents; theretore, the least
amount of drug that is feasible should be prescribed for the patient at any one time.

Information For Patients: Patient information is printed in the complete prescribing
information.

Laboratory Tests: There are no specific laboratory tests recommended.

Drug interactions

CNS-Active Drugs

Ethano!. An additive effect on psychomotor performance was seen with coadministra-
tion of eszopiclone and ethanol 0.70 g/kg for up to 4 hours after ethanol administration.

Paroxetine: Coadministration of single doses of ¢ 3 mg and |

in sleep r in the elderly papulation.
ADVERSE REACTIONS
The premarketmg development program for LUNESTA included eszopiclone
exposures in patients and/or normat subjects from two different groups ot sluclles

ia, mouth neck rigidity, neurosis, nystagmus, ofitis
externa, otitis rnedia, ivity, reflexes , skin
discoloration, sweating, thlnkmg abnormal (mainly difficutty concentrating), thirst,
tinnitus, twitching, ulcerative stomatitis, urinary frequency, urinary incontinence,
urticaria, uterine hemorrhage, vaginal hemorrhage, vaginitis, vertigo, vestibular
disorder, weight gain, weight loss.
Rare: abnormal gait, arthrosis, calitis, dehyd hema
;uohona furunculosis, gastritis, gout, hepatitis, hepalomeqaly herpes zoster,
irsutism
irtis, fiver damage, maculonapular fash, mydna5|s. myopathy, neuritis, neuropathy.

oliguria, pto: ctal stomach ulcer,
stomatitis, stupor, lhrombupnlebms tongue ederna, tremor, urethritis,
vesiculobullous rash.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: LUNESTA is a Schedule IV controlled substance under
the Controlled Substances Act. Other substances under the same classitication are
ines and the zaleplon and zolpidem. While
eszopiclone is a hypnotic agent with a chemical structure unrelated to benzodi-
azepines, it shares some of the pharmacologic properties of the benzodiazepines.
Abuse, Depandence, and Tolsrance
Abuse and Dependence: In a study of abuse liability conducted in individuals with
known histories of benzodiazepine abuse, eszopiclone at doses of 6 and 12 mg pro-
duced euphoric effects similar to those of diazepam 20 mg. In this study, at doses
2-fold or greater than the maximum recommended doses, a dose-related increase in
reports of amnesia and hallucinations was observed tor both t.UNESTA and diazepam.
The clinical trial experience with LUNESTA revealed no evidence of a serious
syndrome. Nevertheless, the foflowing adverse events included in DSM-1V

approximately 400 normal subjects in chmcal phar

studies, and approximately 1550 patients in placebs clinical

studies, corresponding to approximately 263 patient-exposure years. The conditions
and duration of treatment with LUNESTA varied greatly and included {in overlapping
categories) open-label and double-blind phases of studies, inpatients and
outpatients, and short-term and longer-term exposure. Adverse reactions were
assessed by collecting adverse events, results of physical examinations, vitat signs,
weights, laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and
recorded by clinical investigators using terminology of their own choosing.
Cunsequemly, iti is not possible to provide a meaningful estimate of the proportion of

20 mg daily for 7 days produced no

or phar

adverse events without first grouping similar types of events
intoa smaller number of ized event inthe ions that follow,
CDSTA has been used to classity reported adverse events.

Lorazepam: Coadministration of single doses of i mg and
2 mg did not have clinically relevant effects on the pharmacedynamics or pharmaco-
kinetics of either dmu
Iy ine: ( of 3 mgand 10 mg produced a
decrease in DSST scores. The interaction was pharmacodynamlc there was no alter-
ation in the pharmacokinetics of either drug.
Drugs That inhibit CYP3A4 (Kemcanazale) CYP3A4 is a major metabolic pathway for

of he AUC of was 2.2-0ld by coad-
ministration of ketoconazole a potent inhibitor of CYP3A4, 400 mg daily for 5 days.
C aNd't,, were increased 1.4-fold and 1.3-fold, respectively. Dther strang inhibitors
of CVPSM (eg., in, ritonavir,
netfinavir) would be expected to behave similarly.
Drugs That Induce CYP3A4 (Rif in): Racemic

by use of rif a potent inducer of CVPSM A

similar effect womd be expected with eszopiclone.
Drugs Highly Bound To Plasma Protein: Eszopiclone is not highly bound to plasma
proteins (52-59% bound); therefore, the disposition of eszopicione is not expected
to be sensitive to afterations in protein binding. Administration of eszopicione 3 mg
10 a patient taking another drug that is highly protein-bound would not be expected
10 cause an alteration in the free concentration of either drug.
Drugs With A Narrow Therapeutic index
Digoxin: A single dose of eszopiclone 3 mg did not affect the pharmacokinetics of
digoxin measured at steady state foliowing dosing of 0.5 mg twice daily for one day
and 0.25 mg daily for the next 6 days.
Warfarin: Eszopiclone 3 mg administered daily for 5 days did not affect the pharma-
cokinetics of (R)- or {S)-warfarin, nor were there any changes in the pharmacody-
namic profile (prmhromhm hme) rollowmg a single 25-mg oral dose of warfarin.
of Fartility
Carcinogenesis: In a carcinogenicity study in Sprague-Dawley rats in which eszopi-
clone was given by oral gavage, no increases in tumors were seen; plasma levels
(AUC) of eszopiclone at the highest dose used in this study (16 mg/kg/day) are esti-
mated to be 80 (females) and 20 (males) times those in humans receiving the max-
imum recommended human dose {MRHD). However, in a carcinogenicity study in

The slaled frequencies ot adverse events represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An
event was considered treatment-emergent if it occurred for the first time or worsened
while the patient was receiving therapy foliowing baseline evaluation.

Adverse Findings Observed in Placebo-Controlled Trisis

Adverse Events Resulting in Discontinuation of Treatment: in placeb

criteria for { were reported during clinical
triais following placebo substitution occurring within 48 hours following the last
LUNESTA treatment: anxiety, abnormal dreams, nausea, and upset stomach. These
reported adverse events occurred at an incidence of 2% or less. Use of
benzodiazepines and similar agents may lead to physical and psychological
dependence. The risk of abuse and dependence i increases with the dose and duration
of treatment and use of other drugs. The risk is also greater
for patients who have a history of alcohol or drug abuse or history of psychiatric
disorders. These patients shouid be under careful surveillance when receiving
LUNESTA or any other hypnotic.

Tolerance: Some loss of efficacy to the hypnatic effect of benzodiazepines and benzo-
diazeping-like agents may develop after repeated use of these drugs for a few weeks.
No development of tolerance to any parameter of sleep measurement was observed
over six months. Tolerance to the efficacy of LUNESTA 3 mg was assessed by 4-week
objective and 6-week subjective measurements of time to sleep onset and sleep main-
tenance for LUNESTA in a placebo-controlled 44-day study, and by subjective assess-
ments of time to sleep onset and WASQ in a placebo-controlled study for 6 months.
OVERDOSAGE

There is limited premarketing clinical experience with the effects of an overdosage of
LUNESTA In chmcal trials with eszopiclone, one case of overdose with up to 36 mg

paraliel-group clinical trials in the elderly, 3.8% ot 208 patients who received
placebo, 2.3% of 215 patients who received 2 mg LUNESTA, and 1.4% of 72 patients
who received 1 mg LUNESTA discontinued treatment due to an adverse event. In the
6-week parallel-group study in adults, no patients in the 3 mg arm discontinued
because of an adverse event. in the long-term 6-month study in adult insomnla
patients, 7.2% of 195 patients who received placebo and 12.8% of 593 patients who
received 3 mg LUNESTA discontinued due to an adverse event. No event that
resulted in discontinuation occurred at a rate of greater than 2%.

Adverse Events Observed at an incldents of >2% in Controlled Trials. The follow-
ing lists the incidence (% placebo, 2 mg, 3 mg, respectively) of treatment-emergent
adverse events from a Phase 3 placebo-controlled study of LUNESTA at doses of 2
or 3 mg in non-elderty adults. Treatment duration in this trial was 44 days. Data are
limited to adverse events that occurred in 2% or more of patients treated with
LUNESTA 2 mg (n=104) or 3 mg (n=105) in which the incidence in patients treated
with LUNESTA was greater than the incidence in placebo-treated patients (n=99).!
Body as a whole: headache (13%, 21%, 17%), viral infection (1%, 3%, 3%).
Digestive system: dry mouth {3%, 5%, 7%), dyspepsia (4%, 4%, 5%), nausea (4%,
5%, 4%), vomiting (1%, 3%, 0%). ; anxiety (0% 3%, 1%), confu-
sion (0%, 0%, 3%), depression {0%, 4%, 1%), dizziness (4%, 5%, 7%}, hallucina-
tions (0%, 1%, 3%), Iihidu decreased (0%, 0%, 3%), nervousness (3%, 5%, 0%),
somnolence (3%, 10%, 8%). ; infection (3%, 5%, 10%). Ski
appendages: rash (1%, 3%, 4%). Special senses: unpleasant taste (3%, 17%, 34%).
umggm[_smgm_dysmennrmea (0%, 3%, 0%), gynecomastia** (0%, 3%, 0%).
*Gender-specific adverse event in females

**Gender-specific adverse event in males

was reported in which the subject fully recovered. Individuals have
lully recovered from racemic z?plclone overdoses Up to 340 mg (56 times the
dose of
Signs And Symptoms: Signs and symptoms of overdose effects of CNS depressants
can be expected to present as exaggerations of the pharmacological effects noled in
testing. ranging from to coma
has been described. Rare individual instances of fatal outcomes following overdose
with racemic zopicione have been reported in European postmarketing reports, most
often associated with overdose with other CNS-depressant agents.

General ic and supportive measures should be

used along with immediate gastric lavage where appropriate. Intravenous fluids
should be administered as needed. Flumazenil may be usefut. As in all cases of drug
overdose, respiration, pulse, blood pressure, and other appropriate signs should be
monitored and general supportive measures employed. Hypotension and CNS
depression shouid be monitored and treated by appropriate medica! intervention. The
value of dialysis in the treatment of overdosage has not been determined.
Poison Control Center: As with the of all the possibitity of
muttipte drug ingestion should be considered. The physician may wish to consider
contacting a poison control center for up-to-date information on the management of
hypnotic drug product overdosage.
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Indications and Dosing for ZEGERID
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Zegerid’
omapyazole/Sodum hicarnate

Brief Summary of Prescribing information

INDICATIONS ANO USAGE
Duodenal Uicer
ZEGERID is indicated for short-term treatment of active duodenal ulcer. Most patients heal
within four weeks. Some patients may require an additional four weeks of therapy.
Gastric Uicer
ZEGERIO is indicated for short-term treatment {4-8 weeks) of active benign gastric ulcer.
(See CLINICAL PHARMACOLDGY, Clinical Studies, Gastric icer)
Treatment of Gastroesophageal Reflux Disease (GERD)
Symptomatic GERD
ZEGEHII)R is indicated for the treatment of heartburn and other symptoms associated
with GERD.
Erosive Esophagitis
Esmosmdmmdfumymmmmm(wWeaG)Mammmmmmm
been diagnosed by endoscopy. (See CLINICAL PHARMACOLOGY, Clinical Studies.)
The efficacy of ZEGERID used for longer than 8 weeks in these paﬂems has not been
established. In the rare instance of a patient not responding to 8 weeks of treatment, it may
be helpful to give up to an additional 4 weeks of treatment. If there is recurrence of erosive
esophagitis or GERD symptoms (eg, heartbum), additional 4-8 week courses of
omeprazole may be considered.
Maintenance of Healing of Erosive Esophagitis
ZEGERID is indicated to maintain healing of erosive esophagitis. Controlled studies do
not extend beyond 12 months.

leduction of Risk of Upper Gastrointestinal Bleeding in Criticalty lll Patients
ZEGERID Powder for Oral Suspension 40 mg/1680 mg is indicated for the reduction of
risk of upper Gl bleeding in critically ill patients.
CDNTRAINDICATIONS
ZEGERID is contraindicated in patients with known hypersensttivity to any companents
of the formulation.
PRECAUTIONS
General
Symptomatic response to therapy with omeprazole does not preclude the presence of
gastric malignancy.
Atrophic gastritis has been noted occasionally in gastric corpus biopsies from patients
treated long-term with omeprazole.

ventricular septal defects and the number of stilbom infents was slightly higher in the
omeprazole exposed infants than the expected number in the nonnal popuiation. The author
concluded that both effects may be random.
Ammmmmmmmwmmmm
umxepmemmmmmm(mmmomm)’mmmmmm
was 4.4% (95% O 3.6-5.3) and the malformation rate for first trimester exposure to
mmss%(ss%m&m)memverﬂmmmmmmﬁm
compared with ‘women was 0.9 85% C1 03

pregnancy

waA%!utemlepramlem 2% for controls exposed 10 nonteratogens, and 28% in
disease-paired controls (background incidence of major rmliomms 1-5%). Rates of
spontaneous and elective: abortions, preterm deliveries, gestational age birth
Wmmmmmmmmmmmmmm 1o detect
a 5-fold increase in the rate of major mafformation.
WMammmmwmmmmMmmmmwe
dose oral or k to over 200 pregnant women as
pmmedmonfor cesarean section unﬂer general anesthesia.

Teratotogy studies conducted in pregnant rats at doses up o 138 mg/kg/day {about 28 times
the human dose of 40 mg/day, based on body surface area) and in pregnant rabibits at doses
upmSQdeay(aboutzsumaMhummowadaybasedmbodynﬂace
am)dnumtdsdweanyawﬁencefu teratogenic potential of omeprazole.

ranbﬂsunemmlemadmeranqeofssmegmg/kgl@y(abomzsmmhmmhuman
dose of 40 mg/day, based on body surface area) produced dose-reiated increases in embryo-
Wmmmwmmmhm dose-related embryo/fetal toxicity

todicity were in affspring resutting from parents treated
wimomepfazdeaﬂaﬁmIS&[!rrWday(asztDZBtlrnesmehunmdosed
40 mg/day, based on body surface area).
Chronic use of sodium bicarbonate: may lead to systemic afkaiosis and increased sodium intake
studies and studies in humans cannct rule out the possibiity
of harm, mmmummmmmwmmmmmmmm
women justifies the potential risk to the fetus.

Nursing Mothers

0 concentrations have been measured in teast mitk of a woman folowing oral
Bon of 20 mg. The peak of in breast mitk was less than 7%

of the peak serum The wi 10.0.004 mg of

peak
mzoomLMkaemsewwamlesewebdenmmmmdmmmm
serious adverse reactions in nursing infants from omeprazole, and because of the patential foc
shown inrat suiusadecsmsfmldbetakm

Each ZEGERID Capsule contains 1100 mg (13 mEq) of sodium bi
19 300 mg of Na+). Each packet of ZEGERID Powder for Oral Suspension contains
1680 mg (20 mEq) of sodium bicarbonate (equivalent to 460 mg of Na+).

The sodium content of ZEGERID products should be taken into consideration when
administering o patients on a sodium restricted diet. Sodm bicarbonate is contraindicated

in patients with metabobic alkalosis and ia. Sodium bicarbonate shoukd be used with
mmpanemsmmBanmm\eWalm respiratory alkalosis, and problems
with acid-base batance. Long-term administration of bicarbonate with calcium o milk can cause
milk-alkali syndrome.

Information for Patients

ZEGERID shouid be taken on an emply stomach at least one hour prior o a meal.
ZEGERID is available either as 40 mg or 20 mg capsules with 1100 mg sodium
bicarbonate. ZEGERID is also available either as 40 mg or 20 mg single-dose packets of
powder for oral suspension with 1680 mg sodium bicarbonate.

Directions for Use:
MmmmbmmﬂﬂNﬂTlﬁEﬂTﬂmuﬂuD&WNﬂTm
CAPSULE AND SPRINKLE CONTENTS INTD

Powder for Oral Suspension: Empty packel contents into a small cup containing 1-2
tablespoons of water. DO NOT USE DTHER LIOUIDS OR FODDS. Stir well and drink
immediately. Refill cup with water and drink.

Drug Interactions

Omeprazole can prolong the elimination of diazepam, warfarin and phenytoin, drugs that are
me‘labduzedbyoxldatmmmelwecmeremveheenmwtohmwedmﬂm
prothrombin time in patients receiving proton pump inhibitors, including omenrazole, and

L ) the drug, taking into of the dg
mmmmmcm aﬂumbmmmmddbewedwmammmmmﬂm
Pediatric Use
Clinical studies have been conducted evaluating delayed-release omeprazole in pediatric
patients. There are no adequate and well-controlled studies in pediatric patients with ZEGERID.
Geriatric Use
Omeprazole was administered to over 2000 eidery individuals (> 65 years of age) in dinical
msmmeus and Europe. There were o differences in safety and effectiveness between

the eiderly and younger subjects. Other reported clinical experience has not iderified
differences in response between the elderly and younger subjects, but greater sensitivity of
some older individuals cannot be ruled out.
Pharmacokinetic studies with buffered omeprazole have shown the elimination rate was
somewhat decreased in the elderly and bioavailabiity was increased. The piasma dearance of
ummlemsZSOmUmm(abuanMofymmwb;ects) The piasma half-kfe averaged
one hour, about the same as that in nonelderty, healty subjects taking ZEGERID. However, no
dosage adiustment is necessary in the elderty. (See CLIMICAL PHARMACOLOGY)
ADVERSE REACTIONS
Omeprazole was generally welt tolerated during domestic and intermational clinical trials
in 3096 patients.
Inthe U.S. linical trial population of 465 patients, the adverse experiences summarized in
Table 11 were reparted to occur in 1% or mare of patients on therapy with omeprazole.
Numbers in parentheses indicate percentages of the agverse experiences considered by
investigators as possibly, probably or definitely related 1o the drug.

Table 11: Adverse Experiences Occurring in

wartasin concomitantly. Increases in INRand prothrombin time may lead th abnormal bleeding o
A e et Paters bt ) in T FORES et i e e %or ';"" of Patients on i "'":"‘(a -
monitored for increases in INR and protrombin time. Athough in nommal sublects no meprazole Play ani ; ine
interacton with theophylline or propranolol was found, there have been dinical reports of (n=465) (n=564 (n=195)
interaction with other drugs metabolized via the cylochrome P-450 systern {eg, cyciasporine, Headache 69(2.4) 63 77(26)
disutfiram, benzodiazepines). Patients sheuld be monitored to detemmine if t is necessary to Diarrhea 30019 31 (1.6) 21(0.5)
adjust the dosage of these drugs when taken concomitantly with ZEGERID. Abdominai Pain 2.4(0.4) 21
Because of fts profound and long-tasting inhibition of gastric acid secretion, it is theoretically Nausea 22(09 3.1 4.1(0.5
possible that omeprazole may interfere with absorption of drugs where gastric pH is an URI 1.9 16 26
important determinant of their bicavailabilty (eg, ketoconazole, ampicilin esters, and iron salts). Dizziness 1.5(0.6) 0.0 26(10)
in the chnuz] efficacy trials, antacids wge used concomitantly with \tr; administration of mmng 1 g (0#; 3.7 !.50(8.5)
atazanani has been vepumzd ) 5(1. 0 \
reduce the p(asma levels of atazanavir. i o Const 1109 0.0 0.0
tacrolimus may increase thie serum ieves of tacrolimus. Cough 1.1 0.0 15
of and have resulted in increases of Asthenia 1.1(02) 16 (1 6) 15(1.0)
plasma levels of in, and 14-hydroxy (see also Back Pain 1.1 0.5

CL)NK‘AL PHARMACOLDGY, Pharmacokinetics).

of Fertility
In two 24-month carc ity stucies in rats, at daily doses of 1.7,3.4,138,44.0
W1wﬂnwm(wummﬂmw05m2ﬂﬁmhmmmdww&ymm
surface gastric ECL

Table 12 summarizes the adverse reactions that occurred in 1% or more of omeprazole-
treated patients from intemational double-blind, and open-label clinicat trials in which
2,631 patients and subjects received omeprazole.

Gastric Hypomotility 3(1.7) 6{3.3)
GENERAL DISOROERS AND ADMINISTRATION SITE CONOITIONS
Hyperpyrexia 8{4.5) 3.7
Oedema NOS 5(28) 11(8.1)
Pytexia 36 (20.2) 29(16.0)
INFECTIONS AND INFESTATIONS
Candidal Infection NOS 3(1.7) 7139
Oral Candidiasis 7(39) 1(0.6)
Sepsis NOS 9(5.1) 9(50)
Urinary Tract Infection NOS 422 6(33)
INVESTIGATIONS
Liver Function Tests NOS Abnormal 3(1.7) 6(3.3)
METABOLISM AND NUTRITION DISORDERS
Fluid Overioad 9(5.1) 4(7.7)
Hyperglycaemia NOS 18 (10.7) 21(11.8)
Hyperkalaemia 422 6(3.3)
Hypematraemia 3017 9(5.0)
Hypocaicaemia 1(6.2) 10(5.5)
Hypoglycaemia NOS 6(3.4) 8(d.4)
Hypokalaemia 22(12.4 24(13.3)
Hypomagnesaemia 18(10.1) 18(8.9)
Hyponatraemia 7(3.9) 5(28)
t 11(6.2) 7(39)
PSYCHIATRIC DISORDERS
Agttation 6(34) 16 (8.8)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS
Acute Respiratory Distress Syndrome 6(3.4) 7(3.9)
Nosocomial Pneumonia 200112 17 (9.4)
Preumgthorax NOS 1(06) Bl44)
Respiratory Failure 3(1.7) 6(3.3)
SKIN AND SUBCUTANEDUS TISSUE DISORDERS
Decubitus Ulcer 6(3.4) 5(28)
Rash NOS 10 {5.6) 11(6.1)
VASCULAR DISORDERS
Hypertension NOS 14(7.9 6(3.3)
ion NOS 17(9.6) 12 (6.6)

“Clinicatly significant UGI bleeding was considered an SAE but it is not
included in this table.

Additional adverse expenences occumng in < 1% of patients or subjects in domestic
andor i trials with or occurring since the drug was
marketed, are shown below within each body system. In many instances, the
relationship to omeprazole was unclear.

Body As a Whole

Allergic reactions, including, rarely, anaphylaxis (see also Skin below), fever, pain,

fatigue, malaise, abdominal swetling.

Cardiovascular

Chest pain or angina, tachycardia, bradycardia, palpitation, elevated blood pressure, and
peripheral edema.

Gastrointestinal

Pancreatitis (some fatal), anorexia, imitable colon, flatulence, fecal discoloration,
esophageal candidiasis, mucosal atrophy of the fongue, dry mouth, stomatitis. Ouring

treatment with omeprazole, gastric fundic gland polyps have been noted rarely. These
polyps are benign and appear to be reversible when treatment is discontinued.
Gastroduodenal carcinoids have been reported in patients with Zollinger-Ellison syndrome

on long-term trestment with omeprazole. This finding is believed to be a manitestation of

the undertying condition, which is known to be associated with such tumors.

Hapatic

Mild and, rarely, marked elevations of liver function tests [ALT (SGPT), AST (SGOT),

y-glutamy! transpeptidase, alkaline phosphatase, and bilirubin (jaundice)). In rare instances,

overt liver disease has occurred, inctuding hepatocedlular, cholestatic, or mixed hepatitis,

liver necrosis (some fatal), hepatic failure (Some fatal), and hepatic encephalopathy.

Metabotic/Nutritional

Hyponatremia, hypoglycemia, and weight gain.

Musculoskeletal

Muscle cramps, mya!gna muscle weakness, joint pain, and leg pain.

Nervous Systes jatnic

Psychic dlsmrbances including depression, agitation, aggression, hallucinations,

confusion, insomnia, nervousness, tremors, apathy, somnolence, anxiety, dream

abnnnnalmes vertigo; paresthesia; and hemifacial dysesthesia.

Respiratory

Epistaxis, pharyngeal pain.

Skin

Rash and rarely, cases of severe Qeneralized skin reactions including toxic epidermal
necrolysis (TEN; some fatal), Stevens-Johnson syndrome, and a multiforme (some
severe); purpura and/or petechiae (some with recml!enge) skin inflammation, urticaria,
angioedema, pruritis, photosensitivity, alopecia, dry skin, and hyperhidrosis.

cell carcinoids in a dose-felated manner in both male Table 12: Incidence of Adverse Experiences 2 1% Special Senses

‘and female rats, the incidence of this effect was markedly highe in female rats, which had higher Causal not Tinnitus, taste perversion.
biood levels of omeprazole. Gastric carcinoids seidom occur in the untreated rat. in additon, ECL Omeprazole Placebo Ocular
oell hyperplasia was preset in alltreated groups of bath sees. In one of these studies, female {n = 2631) {n=120) Blumred vision, oculas irritation, dry eye syndrome, optic atrophy, anterior ischemic optic
rats were treated with 13.8 mg omeprazole/kg/day 28 times the human dose of Booy as a Whole, stte unspeciied optic neuritis and double vision.
40myday, mmmmm)kxwm e followed for an acdiional year without Aodomingl pain 52 13 i
the drug. No carcinoids were seen in these rats. An increased incidence of treatment-related ECL Asthenia 13 0.8 Interstitial nephritis (some with positive rechallenge), urinary tract infection, microscopic
cell hyperplasia was observed at the end of one year (34% treated vs 10% controks). By the second Digestve System h : Pyuria, urinary frequency, elevated serum creatinine, proteinuria, hematuria, glycosuna,
year the diffevence between treated and control rats was much smaller (46% vs 26%) but still Constipation 15 08 testicutar pain, and gynecomastia.
Showed more hyperplasia in the treated group. Gastric adenocarcinoma was seen in one rat (2%). Diarthea 37 25 Hematologic
Nosm:umunmmmmeorfmmsmwmtmm For this strain of rat no Flatulence 27 58 Rare instances of is (some fatal),
simitar tumor has been noted hestorically, but a finding |rw0wurg only one tumor is difficutt 1o Nausea 40 6‘7 Jeukapenia, anemia, and hemolytic anemia have been reported.
WWUHBSZMMMIHSWWMGE in astrocytomas were found in a Voiting 32 100 melnudemeofdmmmmema in panems greater than 65 years of age was

small number of males that received omeprazole at dose levets of 0.4, 2, ard!ﬁmg’kgl(hy(amm Acid regurgtation 19 33 similar to that in patients 65 years of age or
0.1 to 3.3 times the huma dose of 40 mo/day, based on body surface Nervous System/Psychiatric ) Additional adverse reactions that could be caused by sodium bicarbonate, include
were observed in fermale rats in this study. In a 2-year carcinogenicity study in WD@M&Y Headache 29 25 metabolic alkalosis, seizures, and tetany.
rats, no were found in males and females at the high dose of 140.8 mg/g/day - - OVERDOSAGE
(about 28.5 times the human dose of 40 mg/day, based on body surface area). A 78-week mouse: A controlied clinical trial conducted in 359 critically ill patients, comparing ZEGERID Reports have been received of overdosage with omeprazole in humans. Doses ranged up to
carcinogenicity did not show i occurrence, but the study was 40 mg/1680 mg suspension once daily to .. cimatidine 1200 mg/day for up to 14 days. 2400 mgnm times the usual recommended ciincal dose). Manifestations were varabl, but
not conclusive. A 26-week p53 (+/-} fransgenic mouse carcinogenicity study was not positive. The incidence and total number of AEs experienced by 2 3% of patients in either group incuded confusion, drowsiness, blured vison, naused, vomiting, daphoresis,
%wmmm%%mammhmhmm oo are presented in Table 13 by body system and preferred term. fusshing, headache, dry mouth, and ather adverse reactions similar to those seen in
abenation 2552y, inone o tWo i ¥i0 mouse ests, a1 an 77 /HODONE AW Taplg 13: Number (%) of Critically 1 Patients with Frequentty Occuring (23%) clica ) were fransiert, and no serious
cel abenation assay. negative in the in vitAmes Test, an in vito M“,g)znmsny?odysmvnandmme e dmmmmwwmmmmmmmmm
mouse hymphoma cal forward mtaion assay and an i i et iver DNA damage assay. 0 YT ty protein bound and s, theretore, not
Dmeprazole at oral doses up to 138 mgha/day (about 28 times the human dose of ZEGERD it mwmmmmm reatment shouid be symptomatic and supportie,
40 mg/day, based on body surface area) was found to have no effect on the fertility and (N=178) (N=181) As with the management of any overdose, the possibility of muttiple drug ingestion should
general reproductive performance in rats. MedORA be considered. For current information on treatment of any drug overdose, a certified
Pregnancy Body System Al AEs All AEs Regional Poison Controt Center should be contacted. Telephone numbers are listed in the
Pregnancy Category C Preferred Term n (%) n (%} EfrysucuimI dﬂgesﬂeference {PDR) or local telephone boog e
There are o adequate and well-contralled studies on the use of omeprazole in pregnant ingle oral of omeprazole at 1350, 1339, and 1200 mg/kg were lethal 1o mice,
women. The vast majority of reported experience with omeprazole during human pregnancy is BLODD AND LYMPHATIC SYSTEM OISORDERS rats, and dogs, respechvely Animals given these doses showed sedation, ptosis,
first trimester exposureamm duration of use is rarely specified, e.g., intermittent vs. chronic. Anaemia NOS 1479 14077 tfemors d activity, body and respiratory rate and
An expert review of published data on with use duwing pregnancy by Anaemia NOS Aggravated 4.2 7139 increased depth of resmrahon

TERIS—the Teratogen Information Sy uded that therapeutic doses during 18{10.1) 1 (6.1} In addition, a sodiufmbicarbonate overdose may cause hypocaicemia, hypokalemia,
pregnancy are unlikely to pose a substantial teratogenic risk (the quantity and quality of data CARDIAC DISOROERS hypematremia, and seuuré\
‘were assessed as fair).'
Three epidemiological studies compared the frequency of congenital abnormalities among Atrial Fibrillation 11(6.2) 739
infants bom to women who used omeprazole during pregnancy to the frequency of Bradycardia NOS 739 5(2.8)
abnormalities among infants of women exposed to H2-receptor antagonists or other controls. Supraventricutar Tachycardia 6{3.4) 2(1.1)
A population-based praspective cohort epidemiological study from the Swedish Medical Birth Tachycardia NOS 6(3.4) 6(33)
Registry, covering approximately 99% of pregnancies, reported on 955 infants (824 exposed i 8 (4.5 6{3.3) ®
during the first trimester with 39 of these exposed beyond first imester, and 131 exposed GASTROINTESTINAL DISOROERS® L INC,
after the first frimester) whose mothers used omeprazole during pregnancy. in utey
to omeprazole was not associated with increased risk of any mafformation {odds ratio 82 Constipation 8(4.5) B(4.4) Revised: February 2006
95% Cl 0.50-1.34), iaw birth weight or low Apgar score. The number of infarts bom with Diarrhoea NOS 7(39 15(8.3) ZEGERID® is a registered trademark of Santarus, Inc.  ©2006 Santaus, Inc.




izerinc: May 2008. 2. Center for Drug Evaluation and Research. Approval
d-and:Drug Administration Web site. Available at: http://www.fda.gov
006. 3: Gonzales D, Rennard SI, Nides M, et al, for the Varenicline
ptor partial agonist, vs-sustained-release bupropion and placebo for
5.4, Jorenby DE, Hays JT, Rigotti NA, et al, for the Varenicline Phase 3 Study
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virus software, are included in the price,

Nelson warns. These costs often are missing -

from vendor quotes because the vendor
does not directly provide them. “These
add-ons are needed to make the system
work, and they can cost $1, 000 per work-
station,” she says.

‘What about the overall cost of thc EHR?
Nelson recommends asking vendors for
bids rather than giving them a budget to

<<No product universally
fits every practice.

Doing your due diligence

is key.»»
—Donald L. Spicer, MD

shoot for. If vendors know their competi-
tors are also making bids, they’ll be more
likely to offer their best price.

In fact, urologist Donald Spicer
believes that his practice’s two finalists
worked hard to offer their best price
because they knew they had to beat out a
well-qualified competitor.

Three years later, Spicer is thrilled with the

practice’s EHR. Four of the five physicians -

are now making full use of the EHR’s point
of care documentation system, eliminating
most of the group’s dictation costs. Staff
costs for maintaining records have also been
reduced, as have storage costs. Most impor-
tant, practice records are instantly available,
making it posmble to efficiently serve same-
day patient appointments and respond to
telephone requests.

Spicer gives much of the credit to the
RFP process. “No product universally fits
every practice,” he says. “Doing your due
diligence is key,” he says.

That’s sound advice, in Daigrepont’s

book. “It can be tempting to skip the RFP
process because you don't have time. But if
you make a bad choice and pick the wrong
EHR, think of how much time-—and
money—ryou’ll spend gettmg out of your
bad decision.” ®

Medlcal Economlcs
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Discover Levemir
a long-acting basal insulin
with a light touch

Levemir: for your patients who need a safe and
effective way to improve A1C control

With proven reductions in A1C and FPG levels over time, Levemir can
help your patients get to goal with up to 24 hours of glycemic control.
Patients with diabetes can experience a consistent blood glucose
response from injection to injection. Less weight gain was observed
with Levemir in 12 of 12 clinical trials.* And Levemir is available in the
Levemir” FlexPen®. FlexPen® is the world's #1 selling prefilled insulin
pen.’ So start your patients with diabetes on Levemir, and help them
experience the light side of basat insulin.

Levemir is indicated for once- or twice- and only under medical supervision. in clinical trials) such as lipodystrophy, redness,
daily subcutaneous administration for the Concomitant oral antidiabetes treatment  pain, itching, hives, swelling, and inflammation.
treatment of adult and pediatric patients may require adjustment. *Whether these observed differences represent

with type 1 diabetes mellitus or adult patients | evemir is not to be used in insulin true differences in the effects of Levemir and
with type 2 diabetes mellitus who require infusion pumps. Inadequate dosing or NPH insulin is not known, since these trials
basal (long-acting) insulin for the control of  giscontinuation of treatment may lead to were not blinded and the protocols (eg, diet
hyperglycemia. hyperglycemia and, in patients with type 1 and exercise instructions and monitoring)
Important safety information diabetes, diabetic ketcacidosis. insulin may were not specifically directed at exploring
Levemir should not be diluted or mixed cause sodium retention and edema, hypotheses related to weight effects of the
with any other insulin preparations. particularly if previously poor metabolic treatments compared. The clinical significance
Levemir is contraindicated in patients control is improved by intensified insulin of the observed differences in weight has
hypersensitive to insulin detemir or one therapy. Dose and timing of administration not been established.

ot its excipients. may need to be adjusted to reduce the risk

of hypoglycemia in patients being switched

to Levemir from other intermediate or long-

acting insulin preparations. The dose of

Levemir may need to be adjusted in patients ,;m

Hypoglycemia is the most common
adverse effect of all insulin therapies,
including Levemir. As with other insulins,
the timing of hypoglycemic events may : DN
differ among various insulin preparations. with renal or hepatic impairment. :
Glucose monitoring is recommended for ~ Other adverse events commonly associated
all patients with diabetes. Any change of  With insulin therapy may include injection site
insulin dose should be made cautiously reactions (on average, 3% to 4% of patients

Q Reference: 1. IMS Health, IMS MIDAS [12 months ending September 2005). ev@ I r

Piease see brief summary of Prescribing Information on adjacent page. insulin detemir (/’DNA or/'gjn) /I’yeCthﬂ

© FlexPen and Leverir are registared trademarks of Novo Nordisk A/S.
novo nordisk © 2006 Novo Nordisk inc 131007 September 2006 Lighter years ahead




.
Lev@mir
insulin detemir (rDNA origin) injection

BRIEF SUMMARY. Please see package insert for
prescribing information.

INDICATIONS AND USAGE

LEVEMIR is indicated for once- or twice-daily subcutaneous
administration for the treatment of adult and pediatric patients
with type 1 diabetes mellitus or adult patients with type 2
diabetes mellitus who require basal (long acting} insulin for the
control of hyperglycemia.

CONTRAINDICATIONS

LEVEMIR is contraindicated in patients hypersensitive to insulin
detemir or one of its excipients.

WARNINGS

Hypoglycemia is the most common adverse effect of
insulin therapy, including LEVEMIR. As with all insulifs,

the timing of hypoglycemia may differ g various
insulin formulations.

Glucose ing is ded for alt p:

with diabetes.

LEVEMIR is not to be used in‘insulin infusion pumps.

Any change of insulin dose should be made cautiously

and only under medical supervision. Changes in insulin
strength, timing of dosing, manufactmer. type (e.g regular,
NPH, or insulin analogs), species (;

method of manufacture (rDNA versus anlrral-sourr.a Insulln)
may result in the need for a ch ind C

orat antidiabetic treatment may need to be adjusted. _

PRECAUTIONS

General

Inadequate dosing or dlscont:nuatlon of treatment may lead to
hyperglycemia and, in patients with type 1 diabetes, diabetic
ketoacidosis. The first symptoms of hyperglycemia usually occur |
gradually over a. period of hours or days. They include nausea,
vomiting, drowsiness, flushed dry skin, dry mouth, increased
urination, thirst and loss of appetite as well as acetone breath.
Untreated hyperglycemic events are potentially fatal.

LEVEMIR is not intended for intravenous or intramuscular
administration. The prolonged duration of activity of insulin
detemir is dependent on injection into subcutaneous tissue.
Intravenous administration of the usual subcutaneous

dose could result in severe hypoglycemia. Absorption after
intramuscular administration is both faster and more extensive
than absorption after subcutaneous administration.

LEVEMIR should not be diluted or mixed with any other
insulin preparations (see PRECAUTIONS, Mixing of Insulins).
Insulin may cause sodium retention and edema, particularly if

previously poor metabolic control is improved by intensified
insulin therapy.

Lipodystrophy and hypersensitivity are among potential clinical
adverse effects associated-with the use of all insulins.

As with all insulin preparations, the time course of LEVEMIR
action may vary in different individuals or at different times in
the same individual and is dependent on site of injection, blood
supply, temperature, and physical activity.

Adjustment of dosage of any insulin may be necessary if patients
change their physical activity or their usual meal plan.

Hypoglycemia

As with all insulin preparations, hypoglycemic reactions may be
associated with the administration of LEVEMIR. Hypoglycemia

is the most common adverse effect of insulins. Early warning
symptoms of hypoglycemia may be different or less pronounced
under certain conditions, such as long duration of diabetes,
diabetic nerve disease, use of medications such as beta-blockers,
or intensified diabetes control (see PRECAUTIONS, Drug
Interactions). Such situations may result in severe hypoglycemia
(and, possibly, loss of consciousness) prior to patients’ awareness
of hypoglycemia.

The time of occurrence of hypoglycemia depends on the action
profile of the insulins used and may, therefore, change when the
treatment regimen or timing of dosing is changed. In patients
being switched from other intermediate or long-acting insulin
preparations to once- or twice-daily LEVEMIR, dosages can be
prescribed on a unit-to-unit basis; however, as with all insulin
preparations, dose and timing of administration may need to be
adjusted to reduce the risk of hypoglycemia.

Renal Impairment
As with other insulins, the requwemems for LEVEMIR may need
to be adjusted in patients with renal impairment.

Hepatic Impairment
As with other insulins, the requirements for LEVEMIR may need
1o be adjusted in patients with hepatic impairment.

Injection Site and Allergic Reactions

As with any insulin therapy, lipodystrophy may occur at the
injection site and delay insulin absorption. Other injection site
reactions with insulin therapy may include redness, pain, itching,
hives, swelling, and inflammation. Continuous rotation of the
injection site within a given area may help to reduce or prevent
these reactions. Reactions usually resolve in a féw days to a few

weeks. On rare occasions, injection site reactions may require
discontinuation of LEVEMIR.

In‘'some instances, these reactions may be related to factors
other than insulin, such as irritants in a skin cleansing agent or

- poor injection technique.

Systemic allergy: Generalized allergy to insulin, which is less
common but potentially more serious, may cause rash (including
pruritus) over the whole body, shortness of breath, wheezing;
reduction in blood pressure, rapid pulse, or sweating. Severe
cases of generalized allergy, 1nc|ud|ng anaphylactic reaction, may
be life-threatening.

Intercurrent Conditlons

insulin requirements may be altered during intercurrent
conditions such as illness, emotional disturbances, or other
stresses.

Information for Patxems

LEVEMIR must only be used if the solution appears clear and
colorless with no visible particles. Patients should be informed
about potential risks and advantages of LEVEMIR therapy,
including the possible side effects. Patients should be offered
continued education and advice on insulin therapies, injection
technique, life-style management, regular glucose monitoring,
periodic glycosylated hemoglobin testing, recognition and
management of hypo- and hyperglycemia, adherence to meal
planning, complications of insulin thérapy, timing of dosage,
instruction for use of injection devices and proper storage of
insulin. Patients should be informed that frequent, patient-" -
performed blood giucose measurements are needed to achieve
effective glycemic control t6 avoid both hyperglycemia and
hypoglycemia. Patients must be instructed on handling of

- special situations such as intercurrent conditions (illness, stress,
‘or emotional disturbances), an inadéquate or skipped insulin

dose, inadvertent administration of an increased insulin dose,
inadequate food intake, or skipped meals. Refer patients to the
LEVEMIR *Patient Information™ circular for addmonal information.

Aswith all patients who havedlabetes the aulrtytocmcemamand/or
react may be impaired as a result of hypoglycemia or hyperglycemia.

Patients with diabetes should be advised to inform their health
care professional if they are pregnant or are contemplating-
pregnancy (see PRECAUTIONS, Pregnancy).

Laboratory Tests

As with all insulin therapy, the therapeutic response to LEVEMIR
should be monitored by periodic blood glucose tests. Periodic -
measurement of HbA, is recommended for the monitoring of
long-term glycemic control.

Drug Interactions
A number of substances affect glucose metabolism and may require
insulin dose adjustrment and particularly close monitoring.

The following are examples of substances that may reduce
the biood-glucose-lowering effect of insulin: corticosteroids,
danazol, diuretics, sympathomimetic agents (e.g., epinephrine,
albuterol, terbutaline), isoniazid, phenothiazine derivatives,
somatropin, thyroid hermones, estrogens, progestogens

(e.g., in oral contraceptives). .

The following are examples of substances that may incréase -

the blood-glucose-lowering effect of insulin and susceptibility /
to hypoglycemia: oral antidiabetic drugs, ACE inhibitors,
disopyramide, fibrates, fluoxetine, MAQ inhibitors, propoxyphenie,
salicylates, somatostatin analog (e.g., octreotide), and
sulfonamide antibiotics.

Beta-blockers, clonidine, lithium salts, and alcohol may either
potentiate or weaken the blood-glucose-lowering effect of
insulin. Pentamidine may cause hypoglycemia, which-may
sometimes be followed by hyperglycemia. In addition, under
the influence of sympatholytic medicinal products such as
beta-blockers, clonidine, guanethidine, and reserpine, the signs
of hypoglycemia may be reduced or absent.

The results of in-vitro and in-vivo protein binding studies
demonstrate that there is no clinically relevant interaction between
insulin detemir and fatty acids or other protein bound drugs.

Mixing of Insulins

If LEVEMIR is mixed with other insulin preparations, the profile
of action of one or both individual components may change:
Mixing LEVEMIR with insulin aspart, a rapid acting insulin
analog, resulted in about 40% reduction in AUC,,.,,, and [

for insulin aspart compared to séparate injections $when the
ratio of insulin aspart to LEVEMIR was léss than 50%.

LEVEMIR should NOT be mixed or diluted with any other
insulin preparations.

Carci icity, M Impairment of Fertility
Standard 2- -year carcmogemqty ' studies in animals have not
been performed. Insulin detemir tested negative for genotoxic
potential in the /n-vitro reverse mutation study in bacteria,
human peripheral blood lymphocyte chromosome aberration
test, and the in-vivo mouse micronucleus test.

Te ic Effects: P yC
In a femhty and embryonlc development study, msuhn detemlr
was administered to female rats before mating, during mating,
and throughout pregnancy at-doses up to 300 nmolkg/day
(3 times the.recommended human dose, based on plasma Area
Under the Curve (AUC) ratio). Doses of 150 and 300 nmolkg/day
produced numbers of litters with visceral anomalies. Doses up to
900 nmolkg/day (approximately 135 times the recommended
human dose based on. AUC ratio) were given to rabbits during
organogenesis. Drug-dose related increases in the incidence of
fetuses with gall bladder abnormialities such as small, bilobed,
bifurcated and missing gall bladders were observed at a dose of
900 nmol/kg/day. The rat and rabbit embryofetal development
studies that included concurrent human insulin control groups

indicated that insulin detemir and hurnan insulin had similar
effects regarding embryotoxicity and teratogenicity. .

Nursing mothers
1t is unknown whether LEVEMIR is excreted in sngnlflcant

-amounts in human milk. For this reason, caution should
* be exercised when LEVEMIR is administered to a nursing

mother. Patients with diabetes who are lactating may require
adjustments in insulin dose, meal plan, or both. -

Pediatric use

In & controlled clinical study, HbA, concentrations and rates of
hypoglyceria were similar among patnems treated with LEVEMIR

.and patients treated with NPH human insulin,

Geriatric use

Of the total number of subjecis in intermediate and long-term
dinical studies of LEVEMIR, 85 (type 1 studies) and 363 (type 2
studies) were 65 years and older. No overall differences in
safety or effectiveness were observed between these subjects
and younger subjects, and other reported clinical experience
has not identified differences in responses between the
elderly and younger patients, but greater sensitivity of some
older individuals caninot be ruled out. In'elderly patients with
diabetes, the initial dosing, dose increments, and maintenance
dosage should be conservative to avoid hypoglycemic reactions.
Hypoglycemia may be difficult to recognlze in the'elderly.

ADVERSE REACTIONS
Adverse events commonly.associated with human insulin
therapy include the following:

Body as Whole: allergic reactions (see PRECAUTIONS, Allergy).

Skin and Appendages: lipodystrophy, pruritus, rash. Mild
injection site reactions occurred more frequently with LEVEMIR
than with NPH human insulin and-usually resolved in a few days
to a few weeks (see PRECAUTIONS, Allergy).

Other:
Hypoglycemia: (see WARNINGS and PRECAUTIONS).

In triais of up to 6 months duration in patients with type 1 and
type 2 diabetes, the incidence of severe hypoglycemia with
LEVEMIR was comparabie to the incidence with NPH, and, as
expected, greater overall in patients with type 1 diabetes (Table 4).

Weight gain:

In trials of up to 6 months duration in patients with type 1
and type 2 diabetes, LEVEMIR was associated with somewhat
less weight gain than NPH (Table 4). Whether these observed
differences represent true differences in the effects of LEVEMIR
and NPH insulin is not known, since these trials were not
blinded and the protocols {e.g., diet and exercise instructions
and monitoring) were not specifically directed at exploring
hypotheses related to weight effects of the treatments
compared. The dlinical significance of the observed differences
has not been established.

Table 4: Safety infor on Clinical di
V ¢ )
wmmmmm
Treatment #0of - Baseine  Endof Major*  Minor**
. subjects Tegtmenit
Type 1
SudyA  LEVEMIR N=276 750 751 0045 2184
) NPH . N=133 757 764 0035 . 3.063
StudyC  LEVEMIR N=492- 765 763 0029 2397
N NPH N=257 76.1 76.5 0027 2564
StudyD  LEVEMIR Ne=232 NA NA 0076 2677
Pediatric  NPH N=115 NA NA 0083 3203
Type2 -
Study E LEVEMIR N=237 827 837 0001 0306
NPH N=239 824 852 0.006 0595
Study F LEVEMIR N=135 818 823 0003 0193
NPH N=200 796 80.9 0006 0235
* Major = requires assistance of another individual because of neurologic
impairment

**Minor = plasma glucose <56 mg/dl, subject able to deal with the
episode him/herself
OVERDOSAGE
Hypoglycemia may occur as a result of an excess of insulin
relative to food intake, energy expenditure, or both. Mild
episodes of hypoglycemia usually can be treated with oral
glucose. Adjustments in drug dosage, meal patterns, or exercise
may be needed. More severe episodes with coma, seizure, or
neurologic impairment may be treated with intramuscular/
subcutaneous glucagon or concentrated intravenous glucose.
After apparent clinical recovery from hypoglycemia, continued
observation and additional carbohydrate intake may be
necessary to avoid reoccurrence of hypoglycemia.

More
Rx only

detail o

g PO
infor is on

Manufactured for Novo Nordisk Inc., Princeton, NJ 08540
anufactured by Novo Nordisk A/S, 2880 Bagsvaerd, Denmark
www.novonordisk-us.com
Levemir® and Novo Nordisk® are trademarks of Novo Nordisk A/S.
© 2006 Novo Nordisk Inc. 130128R May 2006

Q

novo nordisk”




* More than powerful reductions in LDL-C

Proof that LIPITOR helps both
moderate-risk™ and high-risk * patients

45* 48"

relative risk refative risk
reduction seen in reduction seen in
ASCOT-LLA' CARDS

(P=0002; (P=016)

TASOOT-LLA ad the effect of LIPITOR 10
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Patients were randomized to eitner LIPITOR x)mu n=1420:

or placebe in=1410;. The pnimary end point r‘('momhatP @
elative nisk reduction of major GV 510000

RESULTS TO TRUST. Q) Lerrror
BENEFITS TO LOVE. /. atorvastatin calkcium

tabets

LIPITOR is indicated to reduce the risk of myocardial infarction. revascularization procedures, angina, and stroke in adult patients with multiple risk factors
hut without clinically evident CHD: to reduce the risk of myocardiat infarction and stroke in patients with type 2 diabetes and without clinically evident CHD.
but with multiple risk factors; as an adjunct to diet to reduce elevated total-C. LDL-C. apo B. and TG levels: and to increase HDL-C in patients with primary
hypercholesterolemia theterozygous familial and nonfamilial) and mixed dyslipidemia.

LIPITOR is contraindicated in patients with active fiver disease or unexplained persistent elevations of serum transaminases: in women who are or may
hecome pregnant o who are nursing: in patients with hypersensitivity to any component of this medication.

Rare cases of rhabdomyolysis have been reported with LIPITOR and other statins. With any statin. tell patients to promptly report muscle pain. tenderness.
or weakness. Discontinue drug if myopathy is suspected. if creatine phosphokinase (CPK! fevels rise markedly. or if the patient has risk factors
for rhabdomyolysis.

Due to increased risk of myopathy seen with LIPITOR and other statins. physicians shoutd carefully consider combined therapy with fibric acid derivatives.
ervmromycm immunosuppressive drugs. azole antifungals. or niacin and carefully monitor patients for signs or symptoms of myopathy early during therapy
and when fitrating dose of either drug.

It is recommended that liver function tests be performed prior to and 12 weeks following both the initiation of therapy and any elevation of dose. and
penodically thereafter. If ALT or AST values >3 x ULN persist. dose reduction or withdrawal is recommended.

In clinical trials. the most common adverse events were constipation. flatulence. dyspepsia. and abdominal pain.

Please see brief summary of prescribing information on adjacent page. www.LIPITORhcp.com




UIPITOR® (Atorvastatin Caicium Tablets
Brief Summary of Prescribing Information
COHIIWNDICAHDNS' Active prr dlsusu or lained of serum

y 1D any ion, Pr and Lactation — Atherosclerosis is & chronic
pmcoss and discontinuation of ||pld Iowenng drugs during pregnancy should have little impact on the outcoma of
long-term therepy of pnmary hvparcholosterolemm Cholesterol and other products of chol |

225 mg/kg/day; pinnae detachment and eye opening at 226 mg/kg/day ). These doses pond to 6 times (100
mg/kg) and 22 tmes (225 mg/kg) the humn AUC at 80 mg/day Rare rupons of congenital anomalies have been
racaived following i P HMG-CoA Thera has been one report of severs

f bony d ity, trach | fistula, and anat atresia (VATER association) in a baby bemto a
woman who took lovastatin with dextroamphetamine sulfate during the first trimester of pregnancy. LIPITOR should
ba administered to women of child-bearing potential only when such patients are highly unlikely to conceive and
havo bgen informed of tha potential hazards. If tha woman becomes pregnant while taking LIPITOR, it should be

essanual for feta of steroids and cell membrenes). Since HMG-! CoA
e is and possibly tha synthesis of other biologically active
derived from ch i, they may cause fetal harm when administered to pregnant women.

Therefore, HMG-CoA reductase inhibitors are contraindicatad during pregnancy and in nursing mothers.
ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF CHILDBEARING AGE ONLY WHEN SUCH PATIENTS
ARE HIGHLY UNUKELY TD CONCEIVE AND HAVE BEEN INFORMED OF THE POTENTIAL HAZARDS. K the patiant
becomes pregnent while taking this drug, tharapy should ba discomtinued and the patiant apprised of the potential
hazard to the fetus.

WARNINGS: I.wu Dysfu HMG CoA inhibitors, ke some other lipid-lowering therapies, have
been hemi Imasaflmrfunc‘uon Persistent slevations the wpurlmnf
g on 2 or more in serum d in 0.7% of patients who
mdmmtmmclmleﬂmhﬂnmmdmmlﬁawnmmmwmm
10, 20, 40, and 80 mg.
(LFr) in other pmonts wera not associated with jaundice or othar clinical signs or Upon dose

ly. One patient in clinical trials developad jaundice. increases in liver function tests’

d and the. patiant advised again as to the potential hazards to the fetus. Nursing Mothers — Nursing rat
pups had plasma and liver drug levels of 50% and 40%, respectively, of that in their mother’s mitk. Because of the
potential for adverse reactions in nursing infants, women taking LIPITOR should not breast-feed (see
CONTRAINDICATIONS). Podiatric Use — Safety and effectiveness in patients 10-17 years of age with haterozygous
familia! h h have been ina chinical trial of 8 months duration in adolescent
boys and postmenarchal girls. Patiants treeted with UPITOR had en adverse axperience profile generelly simder to
that of patients treated with placebo, tha most common adverse experiences observed in both groups, regerdless of

patient population.

causality sssessment, were infections. Doses greates than 20 mg have not been studied in this

In this limited controlled study, there was no dstectable effect on Lgrowlh or sexual maturation in boys or on
menstrual cycle length in girls (see CLINICAL PHARMACOLOGY, Clinical Studies section in full prescribing
information; ADVE!SE REACTIONS, Pediiatric Patients (ages 10-17 years); and DOSAGE AND ADMINISTRATION,
Familial Hy ia in Pediatric Patients (10-17 years of age)in full prescribing information.
Adolescent females should be counseled on appropriste contraceptive while on LIPITOR therapy (see
CONTRAINDICATIONS and PRECAUTIONS, Pregnancy). LIPITOR has not been studied in controlled clinical trials

levels retumned to or near pi levels without i
Eghmen of30 punem with persmnmLFT elevations continued treatment with a reduced dose of atorvastetin. it is
recomeended that liver function tests pthudpnovmndﬂﬂwuhbllvmmmhmmnl
therapy and any ion of dose, and fter. Liver enzyma changes.genarally
occur in the first 3 months of treatment with umrvusmun Patients who devalop increased trensaminasa levels
should be monitored until the abnormalmes rgsolve. Should an mcrease in ALT or AST of >3 times ULN persist,

of dose or withd is in should be used with ceution in
patients who consume submnnal quurmtles of alcnhol end/or hava a history of liver diseese. Activa liver disaase
or unexplained persi 1o the use of in (see

CDNTRAINDICATDONS) Skeletal Muscle — Rare M of with acute renal failure secondary to
have been Mmmmmnm class. Uncomplicated myalgia
hes been reported in atorvastatin-treated patients (sea ADVERSE REACTIONS). Myopathy, definad as muscla
aches or muscle weak in with i in creatine phosphokil (CPK) values >10 times ULN,
should be considared in eny patient with diffuse myalgias, muscle tenderness or weaknass, and/or merked
alavation of CPK. Patienits should ba advisad to report promptly unexplained muscle pain, tandemess or weakness,

articularly if sccompanied by meleise or fever. Atorvastatin therapy should be discontinuad if markedly elevated -

g pre-pubertal patients or patients younger than 10 ysars of age. Clinical efficacy with doses up to

80 mulday for 1 year have been eveluated in an uncontrolled study of patients with homazygous FH mc|udmu

8 pediatric patients (see CLINICAL PHARMACOLOGY, Clinical Studies: Hi Familial Hy

in full prescribing information). Geviatric Use — The safety and efficacy of atorvastatin {10-80 mg) in the geriatric
population (265 years of aga) was evaluated in the ACCESS study. In this 54-week open-iabel trial 1,958 patients
initiated therapy with atorvastatin 10 mg. Of these, 835 were elderly (265 years) and 1,123 were non-eidarly. The
mean change in LDL-C from baseline after 6 wesks of traatment with atorvastatin 10 mg wes -38.2% in the elderly
patients versus -34.6% in the non-elderly group. The rates of discontinuation due to adverse avents wera similar
between the two age groups. Thera wers no differances in clinicatly relevent laboratory abnormalitias between tha
aga groups. i

ADVERSE REACTIONS: LIPITOR is lly well d. Adverse have usuelly been mild and
transient In cnrnmlled chmcal studies of 2502 patiants, <2% of patients wera discontinued dua to edvarse

Tha most fruquant adversae events thought to be related to atorvastatin
were and abdominal pain, Clinical Adverse Experiences — Adverse
experiences reported in 22% of patients in placebo-controlied clinical studies of atorvastatin, regardless of
causality assessment, are shown in the following table.

PK levels accur or myopathy is di d or d. The risk of during with drugs in this Adverse Events in Placsbo-Controlled Studies [% of Patients) _ —
classis with dministration of porina, fibric acid derh Y, niacin, or BODY SYSTEM Placebo Atorvastatin Atorvaststin Atoevaststin Atorvastatin
azole ntify Physici iderit bined therapy with atorvastatin and fibric acld derivatives, Adverse Evant 10mg 20mg 40mg 80mg

il ive drugs, azole or lipid-lowering doses of niacin should carefully N =270 N =863 N=3% N=79 N=94
wmgh the pomnnnl benefits and risks and should carefully monitor patients for any signs or symptoms of muscla BODY AS A WHOLE
pain, rly during the initiai months of therapy and during any priods of upward Infection 100 103 28 101 74
dosage titration of enher drug. Periodic cregtine ph (CPK) d may be idered in such Headache 70 54 187 25 6.4
butthare is no thet such mommnng will prevsm the occurrence of savera myopathy. y . y ) y
Atorvastatin therapy shoukd be y withhekd or in ay patient with an acute, serious Accidental Injury 7 42 00 13 32
condition suggestive of a y or having a risk factor predisposing to the development of resal failure Ru Syndrome 19 22 00 25 32
secondary to mbdonwwsis severe acite w-non, major surgery, trauma, severe metabolic, Abdomina! Pain 07 28 00 38 21
docri ond Beck Pain 30 28 00 38 11
PRECAUI‘IDNS: General — Before instituting tharapy with atorvastetin, an attempt should be mada to control Allergic Raaction 26 09 28 13 00
with ap| diet, exercisa, and weight reduction in obese punams and 0 treat other Asthenia 19 22 00 38 00
undeﬂvmg medical problems {ses INDICATIONS AND USAGE in full p g for DIGESTIVE SYSTEM
Pationts — Patients should be advised to report promptly lained muscle pain, or weak C i 18 21 00 25 11

particularly if accompenied by malaisa or fever. Drug b i e risk of thy during with Dinnh;a 15 27 00 38 53
drugs of this class is d with ine, fibric acid niacin . ) .

{nicatiic acid), erythromycin, azole antifungals (see wmmmss smm/ Musclel. Antacid When storvastatin and - Dyspepsia - a1 23 28 13 21
Maalox® TC were plasm of atorvastatin d F 33 2 28 13 11
35% However, LOL-C reduction was not annrud Amymu Because amrvamn does not aﬁacﬂhe RESPIRATORY SYSTEM
of with other drugs boli vna tha sama cytoch are Sinusitis 25 28 00 25 64

not d. Plasma of atorvaststin d 25% when cot | and Pharyngitis 15 25 00 13 21
atorvastatin were coadministered. However, LDL-C reducnon was greater when mrvasmm and colssnpol were SKIN AND APPENDAGES
coadministared than whan aithar drug was given alone. i plasmi ons and LDL-C Rash o7 38 28 38 11
raduction were not altered by coadministration of cimetidine. Digaxin: When mulnplo doses of amrvasumn and MUSCULOSKELETAL SYSIBJ "
digoxin wera coadministered, steady-state plesma dmo)un 2%, * Arth 15 20 00 51
Patients taking digoxin should ba moni ppropriately in: In heathy i plasma reigia - g 00

of d imately 40% with coad of atorvastatin and erythromycin, Myalgia 1 2 56 13 00

a known inhibitor of cytochroma P450 3 (see WARNINGS, Skeletal Muscle). Oral
Coadministration of atorvastetin and an orel contraceptive increesed AUC vaiues for nomhmdrone and ethinyl
estradiol by approximately 30% and 20%. These i should be idered when ing an oral
comncspnve for a woman taking amrvusmrL Warfarin: Atorvastatin had no clinically significant effact on

tima when admi d to patients iving chronic warfarin treutmem. Endocrine Function — HMG-
CoA red inhibitors interfere with | synthesis and th ically might blunt adrenal and/or gonadal
stercid production. Clinical studies have shown that atorvastatin doas not reduce basal plesma cortisal
concantration or impair adrenal reserva. The effects of HMG-CoA reductasa inhibitors on male fartility hava not
bean studied in adequate numbers of patients. Tha affacts, if any, on the pituitary-gonadel axis in premenopausal
women are unknown. Caution should be exercised i an HMG-CoA reductase inhibitor is administered
concnmnnmly with dmgs that may decreasa the lavels or ectivity of endogenous stervid hormonas, such as

and cimetidine. CNS Toxicity — Brain hemorrhage was seen in a female dog treated

for 3 months &t 120 mg/kg/day. Brain hamorrhaga and optic nerve vacuoletion were seen in another femele dog that
was sacrificed in moribund condition after 11 weeks of ascalating doses up to 280 mg/kg/day. Tha 120 mg/kg dose
resufted in & systemic exposure approximately 16 times the human plasme area-under-the-curva (AUC, 0-24 hours}
based on the maximum humen dosa of 80 mg/day. A single tonic convulsion was sean in aach of 2 male dogs (one
treated at 10 mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions hava bean observed in mice

Anglo-Scandinavian Cardiac Outcomes Trial (ASCOT)—In ASCOT {see CLINICAL PHARMACOLOGY, Chinical
Studies in full prescribing information) involving 10,305 perticipents treated with UPITDR 10 mg daily {n=5,168) or
placebo {n=5,137), the safety and tolerability profile of the group traated with UPITOR wes comparable to that of
the group treated with placebo during a median of 3.3 yaars of follow-up.

Colisborative Atorvastatin Diabetes Study (CARDS}—in CARDS {sas CLINICAL PHARMACOLOGY, Clinical Studies
in full preseribing information) involving 2838 subjects with type 2 diabetes treated with LIPITOR 10 mg daily (n=1428)
or placabo (n=1410}, there wes no difference in the ovarell frequency of adversa evants or sarious adverse events
between the treatment groups during a madian follow-up of 39 veam No casas of rhabdomyolysis were reported.
The following adverse events wera repomd di in patiants treated with
atorvastatin in clinical triats. The events in italics occurred in 22% of patients and the events in plain type
occurred in <2% of patients.

[Body as a Whole: Chest pain, faca edema, favar, neck rigidity, malaise, photosensitivity reaction, generalized
adema. Digestive Syltn Ngusaa gastroenteritis, liver function tests abnormal, colitis, vomiting, gastritis, dry
mouth, rectsl h glossitis, mouth ulceration, anorexia, increased appstite,
stomatitis, h|||ary pain, cheilitis, duodenal ulcer, dvsphama, entanns, melens, gum hemorrhage, stomach uicer,

after chronic treatment for up to 2 years &t doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day. Thasa
doses were 6t 11 times (mouse) and 8 to 16 times {rat} the human AUC (0-24) based on the maximum
recommanded human dosa of 80 mg/day. CNS vescular lesions, characterized by perivascular hemorrhagas,
edema, and lear call infiltr of spaces, have bean nbsorvod in dogs treated with other
members of this ciass. A chemically similar drug in this class p d optic nerve d

degeneration of retinogeniculate fibers) in clinically normal dous ina dose-dapendem fashion et a dose that
produced plasma drug levals about wnmns higher than the maan drug lavel in humans mlung the highest

stomatitis, hepatitis, pa |aundn:e . Branchitis,
rhinitis, pneumonia, dyspnea, asthma, eplsmxls Iluvnu-

amnesia, dreams, libido ionel fability, i linati ipheral yth icolli
facial paratysis, hy ype rki i i ia. M Arthritis, \eg cramps,
bursitis, sthenit myosma Skin and . Pruritus, contsct

dermatitis, alopacm, dry skm, sweating, acne, urticaria, aczema, seborrhea, skin ulcer. Urogeaital System: Urinary
nnmfncm hemamna, albuminurie, urinary frequency, cystitis, impotence, dysuria, kidney calculus, nocturia,

dose. Fertility — In 2 2-ye study in
rats at dosa levels of 10, 30, and III)mg/kglday, 2 rare lumors were fuund in muscle in hlgh-dtm females: in one,
there wes a rhabdomyosarcoma and, in ancther, there was a fi This dose repr a plasma AUC
{0-24) valua of approximately 16 times tha mean human plasma drug axpasura efter an 80 mg oral dose. A 2-yaar
carcinogenicity study in mice given 100, 200, or 400 mg/kg/day resulted in e significant increasa in livar adenomas
in high-dosa males and liver carcinomas in high-dosa famales. Thesa findings occurred at plasma AUC {0-24}
velues of approximately 6 times the maan human plasma drug exposure after en 80 mg oral dosa. /n vitro,

in was not ic or cl ic in the following tests with and without matebolic activation: the
Ames test with Sal M ium and E: ichia coli, tha HGPRT forward mutation essey in Chinese
hamster lung calls, and tha chromosomal aberration essey in Chinase hamster lung cells. Atorvastatin was
negative in the i vivo mousa micronuclaus test Studias in rats performed &t doses upte 175 mg/kg (15 times the
human exposure) produced no changes in fertility. There was aplasia and espermia in the epididymis of 2 of 10
rats treated with 100 mg/kg/day of atorvastetin for 3 months (16 times the human AUC at the 80 mg dose); testis
weights ware significantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male rats
given 100 mo/kg/day for 11 weeks prior to mating had decreased sperm motility, spermetid heed concentration, and
increased abnormat sperm. Atorvastatin caused no adverse effacts on seman psramems, or reproductiva organ
in dogs given doses of 10, 40, or 120 mg/kg for twio years. X See

\TIONS. Safety in pregnant women has not been established. Atorvsstann crosses the rat placenta
and reaches a level in fetal liver equivalent to that of maternal plasma. Atorvastatin wes not teratogenic in rats at
dosas up to 300 mg/kg/day or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of about 30
times (rat) or 20 times (rabbit} the human exposure basad on surface area {mg/m?. In a study in rats given 20, 100, or
225 mg/kg/day, from gestation day 7 through to lactation day 21 {weaning), there was de¢reased pup survival at birth,
neonate, weaning, and maturity in pups of mothers dosed with 225 mg/kg/day. Body weight was decreased on days
4.and 21 in pups of mothers dosed at 100 mg/kg/day; pup body weight was dacreasad &t birth and at deys 4, 21, and
91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100 mg/kg/day and ecoustic startle at

breast, vaginal breast a nephritis, urinary

mcvnnnence urinary retention, urinery urgency, b I ion, uterina Special Sensex:
Amblyopia, tinnitus, dry eyes, refraction disorder, eye hemorrh g, taste loss, teste
p ion. e lar Systéax: Palpitati dilstation, syncope, migraine, pommnl hypatension, phiebitis,
arrhythmia, angina pectoris, hypertension. Moetabolic lud Hwiﬂoml Disorders: nphaml edema, hyperglycemia,
craatine phosphokinase increased, gout, weight gain, hypogly WEcchymosls
nnsmta, lymphadenopathy, petechia. Postintroduction Reports — Adverse events associated

with LIPITOR therapy reported since maﬂ&mntmducuonl thatare notlisted above, regardiess of causality

include the edema bullous rashes (|nclud|ng erythema

muttiforme, Stevens-Johnson and toxic is, and fatigue. Pediatric

Pationts (ages 10-17 years) In 8 ) 26-week controlied study in boys and postmenarchal girls (n=140), the safety and
tolerability profite of UPITOR 10 to 20 mg daily was generelly similar to that of placebo {sae CLINICAL
PHARMACOLOGY, Clinical Studies saction in full prascribing information and PRECAUTIONS, Pediatnc Use).
OVERDOSAGE: There is no spacific treatment for atorvastatin overdnnua in tha evant of an overdose, the patiant
should ba treated and supp d as raquired. Due to extensive drug binding
to plagma proteins, is 1§ not o signif enhance etorvastatin clearance.

Please ses full prescribing information for additional information shout LIPITOR. :
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HELP THEM QUIT

QUIT RATES SUPERIOR TO ZYBAN"° AT 12 WEEKS
IN HEAD-TO-HEAD CLINICAL TRIALS (P=.0001)"2*

@jﬁ{ of subjects who received CHANTIX 1 mg bid quit smoking by the end
# TR of 12 weeks vs:

® Approximately 30% of subjects who received Zyban 150 mg bid

@ Approximately 17.5% of subjects who received placebo

WELL-STUDIED TOLERABILITY AND SAFETY PROFILE
@ The most common adverse events associated with CHANTIX were nausea,
sleep disturbance, constipation, flatulence, and vomiting

# Nausea was reported by approximately 30% of subjects treated with
CHANTIX 1 mg bid, with approximately a 3% discontinuation rate during 12 weeks
of treatment

AN
GET \QUIT "SUPPORT PLAN

®A personahzed behavioral support program developed by experts spemflcally
for. your CHANT!X patlents ,

(varenicling) TABLETS

*Results from 2 identically designed, 52-week {12 weeks pharmacotherapy, 40 weeks nonpharmacotherapy follow-up), randomized, double-blind,
parallel-group, multicenter clinical trials (study 4. N=1022; study 5: N=1023} in which CHANTIX 1 mg hid was compared with Zyban 150 mg bid and
placebo for efficacy and safety in smoking cessation. For trial inclusion, subjects must have smoked at least 10 cigarettes per day over the past year,
with no period of abstinence greater than 3 months, and must have been bupropion naive. The primary efficacy end point in both trials was the
carbon monoxide (CO)—confirmed 4-week continuous abstinence rate for weeks 3 through 12, defined as the percentage of subjects who
reported no smoking (not even a puff) or use of any nicotine-containing products confirmed by an exhaled CO measurement of 10 ppm or less
at each clinic visit. (Studies 4 and 5 from the CHANTIX package insert.)"

Subjects were provided with an educational booklet on smoking cessation and received up to 10 minutes of smoking cessation
counseling at each clinic visit in accordance with Agency for Healthcare Research and Quality guidelines.




CHANTIX

(varenicline) mgLers

IIIDHRTIOOSANDUSAE -
Msummnmmmmmcmmm
- PRECAUTIONS

General mmnMMmmmmmmmmmmmmﬁ

and ane 0.5 mgj tablet should be taken in the evening.
mmuwmmmmmmummmmnn1mgmnnnmrmuun.
1 myj tablet in the evening.

mmuwnmwmmutwmmmmuq

 Patients shouid be infarmed that nausen and insomnka are side CHANTIX and are usually fransient’ howewer, patients shouid
bead\mdﬂ::en nm wmmmmmummmmm
reduction can

medications may require after
-mmnmmammm«wmmmmnMdumdmmmm
benefits of smoldng cessation with

MmmemmmmM&musm

group,
ardverse events in CHANTIX treated patients were as fotiows: nausea (3% vs. 0.5% for placebo); headwhe(oﬁ%vs U%fwwmbo),--

mnnanﬁwﬂ%lupman)aﬁm&mluﬂwoﬁhmbo)m Were
Medica! Dictionary for Reguiatory Activities (MedDRA, Version
mmmmmmmmwﬁwmmMMmmmm)mm
sleep disturbancs, constipation, flatulence, and vomiting. Smoking cessation, with or without treatment, Is associated with nicotine
withdrewal sympioms.

The most common adverse event assoclated with CHANTIX treatment is nausea. For patients treated to the maximum recommended
dose of 1 mg BID following initial dosage titration, the incidence of nausea was 30% compared with 10%in patients taking a
placebo regimen. hmmmosmwmmm the incidence was 16% compared with

11% for placebo. Nausea was wwﬂmlm«mm«mwmmmmmrmmmnm
persistent thvoughout the treatment period.

Table 3 shows the adversa events for CHANTIX and piacebo in the 12 week fixed dosa shudies with titration In the first week (Studies

Z(Watedam\only),4.and5).MDRAHMMWTMMMDW|RS’AMM&MM1mgBIDdosa

mammmnmwnm the placebo group, are listed, along with subordinate Préfermed Te m(PT)mputadhzmot
patients (and at least 0.5% more frequent than ). Closely refated Preferrad Terms Such as ‘insomnia’

msnmnu‘ ‘mddiemma' ‘Early moming awalening’ were grouped, mwmmmmmmm ’

are only courtted once.
Table 3: Common Trestment Emergent AEs (%) In the Fixed-Doss, Sbis(zﬂhh
1 mg BIO CHANTIX Group, and 1 mg BID CHANTIX at least 0.5% more than Ptacebo)
SYSTEM ORGAN CLASS CHANTIX CHANTIX 1mg Ptacebo
High Leve! Group Term 0.5 mg BID 1mg BID
Preferred Torm _ N=129 =821 N=805

=3
e .

Gi Mﬂhlrty/Defecahon Conditions

—th o
—m o~y

-

Gasroesophagw refiux disease
Salivary Gland Conditions
" Dry mouth

b O NWwo

-
| o

. mmmmnmwmmm
¢ though several Sommon gvents by a gréater proportion of patients:
.-m«mw mlmwnawmmbﬂﬁmm

mmmmwummmmmmmmmmmmumwmmmnnnmriu- o J i Ve : Wﬁ' s, 0y

’mmwmdmmammm
. OVERDOSAGE

Ponly

mmmmwmpanwmmmmmmmmm

"MudesFT 's Insomnka/ittal insomnisyMiddle insomnia/Earty morming awakeniing

mhmmm“mmhbmmmednhwa
mr;mmm , was reported in

MWWMW

Msmamdhdm

Controlled Sisbistance Cliss Fewer than 1 out of 1000 patients reported euphoria
nmmmmnm of

in case of overdoss, standard sippartive measures should be instirted as required. Varenicling has been shown 10 be dialyzed in
mmwmmmwmmﬂnmm , Pharmacokinetics,
Pharmacoidnetics In WWW)MMsmanmm

DOSAGE AND ADMINISTRATION

Wmmwwmmummmmm
mmmmmmmmammmmw mmmwwmmmm
Wmmmmmmmammammmmmdmmmmmﬂyulmg
a'1-week fitrafion s follows:

Days‘-idmmmt'

. Patients should be

Jong-
mmmmmnmmww,ummmmmmmmwmm
another attempt once factors confributing to the falled attempt have been identified and addressed.

Special Poputations

Patients with impaired renal function No dosage adustment is necessary for patients with mild to moderate renal impairment. For
Mmmmwmmwmmdmws"mmm Pauensmymmteas
wmammmomgmmmm disease
dose of 0.5 mg once daily may be administered it

hepatic function No dosage
more fikely to have decreased renal funchion, X
PRECAUTIONS, Geriatric Uss). .Use In children Safety and effactiveness of CHANTIX in pediatric patients have
therefore, CHANTIX is not recommended for use in patients under 18 years of age.
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