
NEXIUM” 
(esomeprazole magnesium) 
DELAYED-RELEASE CAPSULES 
Rx Only 

DE.5CGlPTiON 
The achve ingredient in NEXIUW (esomeprazola magnesium) 
Delayad-Release Capsules is bis(5-methoxy-Z-l(S)-[(4-methoxy-3, 
5-dimethyl-2-pyridinyl)methyljsulfinylj-lKbenzimidazole-l-yl) 
magnesium trihydrate, a compound that Inhibits gastric acid secre- 
tion Esomeprazole is the S-isomer of omeprazofe. which is a mixture 
of the .S- and R-isomers. Its empirical formula is (C17H,,N,0aS)aMg x 
3 H,O with mofecular weigM of 767.2 as a trihydrate and 713.1 on an 
anhydrous basis The structural formula IS 

The magnesmm salt is a white 10 slightfy colored crystalline powder. 
It contains 3 moles of water of salvation and IS slightly soluble in 
water. 
The stabilii of esomeprazole magnesium is a function of pH, it 
rapidly degrades m acidic media, but it has acceptable stability under 
alkaline conddions At pH 6.8 (buffer), the half-life of the magnesium 
saff is about 19 hours at 25’C and about 8 hours at 3PC. 
NEXIUM is supplied as Delayed-Release Capsules for oral admimstra- 
tion. Each delaved-release caosule contains 20 ma or 40 mo of 
esomeprazole (iresent as 22 3’mg or 44 5 mg esomiprazofe ma& 
slum trfhydrate) m the form of entetic-coated pellets with the 
following mactwe ingredients. glyceryl monostearate 40-50, hydrox- 
ypropyl cellulose, hydroxyprwl methylcellulose. magnesium 
stearaie. methacrybc actd copolymer type C, polysorbate 80, sugar 
spheres, talc, and triethyi cftrate The capsule shells have the 
following inactive ingredients gelatin, FDLC Bluetl, FD&C Red t40, 
D&C Red #28. titanium dioxide, shellac, ethyl alcohol. isopropyl 
alcohol, n-butyf alcohol, propylene glycol, sodium hydroxide, 
pofyvmyl pyrrolidone, and D&C Yellow 110. 

CLINICAL PHARMACOLOGY 
Phwmacokinaic.5 
Absorption 
NEXIUM Delayed-Release Capsufes contain an entenc-coated pellet 
formulation of esomeprazole magnesium. After oral admmislratlon 
peak plasma levels (C,) occur at approximately 1.5 hours (TM). 
The C.m increases proportionally when the dose IS Increased. and 
there IS a three-fold increase in the area under the plasma concentra- 
tion-time cute (AUC) from 20 to 40 mg. At repeated once-daily 
dosing wdh 40 mg. the systemic bioavailatnldy IS approtimately 90% 
compared to 64% after a single dose of 40 mo. The mean amosure 
(AUC) to esomepmzole incrtises from 4 32 imol’hrll on day 1 to 
11.2 umol’hr/I on dav 5 after 40 ma once daik dosina. - __ 
The AUC after administration of a single 40 mg dose of esomeprazole 
IS decreased by 33-53% after food intake compared 10 fasting condi- 
tlons Esomeprazole should be taken at least one hour before meals. 
The pharmacokmebc profile of esomepmzole was determined in 
36 patients with symptomatic gastroesophageal reflux disease 
following repeated once dally administration of 20 mg and 40 mg 
capsules of NEXIUM over a period of fwe days. The results are shown 
in the followmg table. 

Pharmacoklnatic ParamoBrr of NEXIUM 
Following Oral Dosing for 5 Days 

Parameter NEXIUM NEXIUM 
4gmg 20 mg 

AUC (pmol’h/L) 12.6 42 
Cwlllclenl Of Mralon 42% 59% 

Cm, (wow 4.7 2.1 
T,(h) 16 1.6 
t,n Ihl 15 12 

‘&lues represent the g0OmetrlC mean, except the T,. which IS the 
arithmetic mean. 

Distribution Distribution 
Esomeprazole is 97% bound 10 plasma protems. Plasma protein Esomeprazole is 97% bound 10 plasma protems. Plasma protein 
binding IS constant over the concentration range of 2-20 pmolR The binding IS constant over the concentration range of 2-20 pmolR The 
apparent volume of dlstnbution at steady state in heaithy volunteer apparent volume of dlstnbution at steady state in heaithy volunteer 
is approximately 16 L. is approximately 16 L. 
Metabolism Metabolism 
Esomeprazole IS extensively metabolized in the lbver by the Esomeprazole IS extensively metabolized in the lbver by the 
cytochrome P45C (CYP) enzyme system. The metaboldes of cytochrome P45C (CYP) enzyme system. The metaboldes of 
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esomeprazole lack antisecretory activity. The major part of esomeora- 
zole’s metaboksm is dependentupon the CYPPCi9 &enzyme, which 
forms the hvdroxv and desmethvl metabobtes The remamma amount 
IS dependlti ori CYP3A4 which forms the sulphone &tabolfde 
CYP2C19 isoenzyme exhibik polymorphism in the metabolism of 
esomeprazole, since some 3% of Caucasians and 15-20X of Asians 
lack CI’P2C19 and are termed Poor metabolizers. At steady stale, the 
ratio of AUC in Poor metabalizen to AUC in the rest of the oooulatfon 
(Exienslve metabolizers) is approximately 2. 
Following administration of equimolar doses, the S- and R-isomers 
are metabolized differently by the lifer, resultmg m higher plasma 
levels of the S-than of the R-isomer 
Excretion 
The plasma elimination half-life of esomeprazole is approximately 
l-l.5 hours. Less than 1% of parent drug is excreted in the urine. 
Aooroximateiv 80% of an oral dose of esomeofazole IS excreted as 
inactive metabolites m the urine, and the remamder is found as inac- 
tive meiabofites in the feces. 

Special PopulaGcllions 
Gedetric 
The AUC and C, values were slightly higher (25% and 18%, respec- 
tively) in the eldedy as compared 10 younger subjects al steady state. 
Dosage adlustment based on age is not necessary. 
Pediatric 
The pharmacokmetics of esomeprazole have not been studied in 
patients ~18 years of age. 
Gender 
The AUC and C, values were sbghtiy higher (13%) in females than 
in males at steady state. Dosage adjustment based on gender is not 
necessary 
Hepadc insufficiency 
The steady state pharmacokmebcs of esomeprazole obtained after 
administration of 40 mg once dady 10 4 patients each wi61 mild (Chdd 
Pugh A), moderate (Child Pugh Class B), and severe (Child Pugh 
Class C) kver msuffiiiency were compared 10 those obtained m 36 
male and female GERD pahenk wdh normal liver function In patients 
with mdd and moderate hepatic Insufficiency. the AUCs were rnnthm 
the range that could be expected m patients with normal kver func- 
hon. Inpatients vvlth severe hepatic i&ficiency the AUCs were 2 to 
3 times higher than m the patients wdh normal liver function No 
dosage adjustment IS recdmmended for patients with mild to 
moderate hepabc insufhclency (Child Pugh Classes A and B). 
However, m patients with severe hepatlc msufflclency (Child Pugh 
Class C) a dose of 20 mg once daily should not be exceeded (See 
OOSAGE AN0 AOMINISTRATION) 

Renal insufficiency 
The pharmacokinetics of esomeprazoie m patients wdh renal ImpaIr- 
merit are not expected to be aftered relative to healthy volunteers as 
less than 1% of esomeprazole IS excreted unchanged in urine. 

Esomeprazole magnesium 40 mg oncariaily was given in combma- 
tion wdh clardhromycin 500 mg lwiie daily and amoxicdlin loo0 mg 
hwce daily for 7 days to 17 heanhv male and female subiects. The 
mean steady state AIJC and Cm,o<asomeprazole mcraaseb by 70% 
and 18%. raspectivefv. during tnole combination theraov comoarad 
10 treatment ‘with e~omepr~ole’ alone. The observed ‘mcre&e in 
esomeprazole exposure during co-administrabon w& clarfthromycin 
and amoxkdlin is not expected 10 produce signihcant safety 
concerns 
The pharmacokinetic parameters for clardhromycin and amoxkillin 
were slmdar during triple combination therapy and admmistration of 
each drug alone. However, the mean AUC and C, for 14.hydroxy- 
clarithromycin Increased by 19% and 22%. resoectivelv. durmo triole 
combination therapy compared to treatmeni with cianthr&y& 
alone This increase m exposure to 147hydroxyclardhromycin IS not 
consldered to be ckmcally significant 

Pharmocodynamics 
Mechanism of Action 
Esomeprazole is a proton pump mhlbdor that suppresses gastric acid 
secretion by specific inhibdlon of the H+/K+-ATPase in the gastric pari- 
eta1 cell The S- and R-Isomers are protonated and converted in the 
acidic compartment of the panetal cell formmg the actlve inhIbItor, the 
achnal sulphenamlde By actmg spaclflcally on the proton pump, 
esomeprazole blocks the fmal step in acid productjon. thus reducmg 
gastric aclddy. This effect is dose-related up to a daily dose of 20 10 
40 mg and leads 10 inhlbdlon of gastric acid secretion 
Ant/secretory Activity 
The effect of esomeprazole on intragastnc pH was determmed m 
patients with symptomatic gaslroesophageal reflux &ease in two 
separate studies lnthe first study of 36 patients. NEXIUM 40 mg and 
20 mg capsules were admimstered over 5 days. The results are 
shown in the followmg table. 
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Effecl on Intragastrlc pH on Day 5 (NESS) 

Parameter NMIUM NEXIIJM 
46mp 20 mg 

XTfme Gastric f 

(::h) 
53% 

9H 9’ (Hews) (12.7 h) 
coelsclenl of variabon 26% 37% 

Median 24 Hour pH 49 41 
cclslflclent ol Vlrlabw 16% 27% 

t Gaslnc p%l was measured over a 24.hour penod 
* p&O1 NEXIUM 40 rng vs NEXIIJM 20 mg 

In a second study, the effect on intragastric pH of NEXIUM 40 mg 
administered once daily over a fnre day period was similar to the fnst 
study, (96 time with pH>4 was 88% or 16 3 hours). 
Serum Gastrin Fffecrs 
The effect of NEXIUM on serum gastrm concenlra6ons was evaluated 
in approximatefy 2.700 patlents in clinical trials up to 8 weeks and in 
over 1,300 patients for up to 6-12 months. The mean fasting gastrfn 
level increased in a dose-related manner This increase reached a 
plateau within two to three months al therapy and returned to base- 
lme levels within four weeks after disconbnuation of therapy 
Enterochromaffin-like (ECL) Cell Effects 
In 24-month carcinogenicity studies of omeprazole in rats, a dose- 
related slgniftant occurrence of gastric ECL cnll carcinoid tumors 
and ECL cell hyperplasia was observed in both male and female 
animals (see PRECAUTIONS, Carcinogenesis, Mutagenesis. 
Impairment of Fertility). Carcinold tumors have also bean observed in 
rats subjected to fundectomy or long-term treatment with other 
proton pump mhlbitots or high doses of Ha-receptor antagomsts. 
Human gastric biopsy specimens have been obtained from more than 
3.OW patients treated wdh omeprazole in long-term clinical trials 
The imldence of ECL cell hyperplasia in these studies mcreased wdh 
time; however, no case of ECL cell carcinoids, dysplasia, or neoplasia 
has been found in these patie&. 
In over i.ooO patients treated with NMIUM (10.20 or 40 mglday) up 
to 6-12 months, the prevalence of ECL cell hyperpbsia increased vnth 
time and dose. No patlent developed ECLcell carcmoids. dysplasia, or 
neoplasla in the gastric mucosa. 
Endocrine Effects 
NEXIUM had no effect on thyroid function when grven in oral doses of 
20 or 40 mg for 4 weeks Dther effects of NEXIUM on the endocrine 
system were assessed usmg omeprazole studies. Omeprazole given 
in oral doses of 30 or 40 mg for 2 to 4 weeks had no effect on 
carbohydrate metaboksm, circulatmg levels of parathyroid hormone, 
corbsol. estradiol. testosterone, prolaclin, choiecystokinm or 
secretm 

h4icmbiobgy 
Esomeprazole magnesium, amoxlcfllin and clariihromycfn triple 
therapy has been shown 10 be active agamst most strains of 
Helicobacter pylod (Ii. pylon) In v&o and in clinical mfections as 
described in the Clinical Studios and INDICATIONS AND USAGE 
sections 
Helicobacter 
Hef~cobacfer pyfoti: Suscaptibddy testing of H. pylon’ isolates was 
performed for amoxicillin and clarithromycin using agar dilubon 
methodology, and minimum inhibitory concentrations (MICs) were 
determined. 
PrefreafmentResisfance’Clartihramycin pretreatment resistance rate 
(MIC ~1 pg/mL) to H pyfon’was 15% (66/445) at baseline in all treat- 
ment groups combined A total of >99% (394I395) of patients had H. 
py/ori isolates which were considered to be susceptible (MIC r;O 25 
pg/mL) to amoxicillin al baseline. One patient had a baseline H. py/oti 
isolate with an amowcdlin MIC$) 5 pg/mL. 
Clardhromycs Susceptibflrty Test Results and C/eucalBacterio/og~c 
Oufcomes: The basehne H pyloncfanthromycm susceptlbdlty results 
and the H. pylorieradlcation results at the Day 38 visd are shown In 
the table below. 

Clarithromycin Soscsptibility Test Resulta and 
Clinical/Bac~erialogical Outcomes a far Triple Therapy - 

(Esomeprazole magnesium 40 mg once daily/amoxlclllin 1000 mg 
twice daify/clarithromycln 500 mg twice daily for 10 days) 

Clanthromycin H. py/on 
Pretreatment 

H pylaoposltlve 
negabve 

Results (Eradicated) 
(Not Eradicated) 

Post-treatment suscepbbilii 
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Patients not eradrcated of H. py/od following esomeprazole 
magnasium/amoxlcdhn/clanthromycin triple therapy will likely have 
clanthromycin resistant H. pyfori isolates Therefore, clarithromycin 
susceptibility testmg should be done, when possible. Pabents wrth 
clarithromycfn resistant H pylon should not be  m-treated wrth a  
clarithromyan-containmg regimen. 
Amoxroll in Suscepbbdily lest Results and Clfnica~acferiofogical 
Outcomes. In the esomeprazofe magnesiunVamoxici l l in/ 
clarrthromycin cfmmal trials. 83% (1767212) of the patients in the 
esomeprazole magnesium/amoxicil l in/clarithromycm treatment 
group who had pretreatment amoxicilkn susceptible MlCs (<0.25 
pg/mL) were eradicated of H. pylon and 17% (367212) were not 
eradrcated of H. py/ofi. 01  the 36 patients who were not eradrcated of 
H pylon on triple therapy, 16  had no post-treatment susceptibilhy 
test results and 20 had post-treatment H py/ori tsolates with amoxl- 
cdkn suscephble MICs. Fifteen of the pahents who were not eradi- 
cated of H. pyforfon triple therapy also had post-treatment M  py/ori 
isolates with clardhromycin resrstant MICs. There were no patients 
wrth H. pylori isolates who developed treatment emergent resistance 
to amoxicill in 
SuscepfibMy TestforHelicobacterpylori. The relerence methodology 
for susceptibility testing of H. py/ori is agar dilution MICs. One to 
three mrcroliters of an  inoculum equivalent to a  No.2 McFarland stan- 
dard (1 X 101 - I x lOa C F W m L  for H. pylon) are inoculated drrectly 
onto freshly prepared anbmrcrobial contaming Mueller-Hinton agar 
plates with 5% aged defrbnnated sheep blood (22 weeks old). The 
agar ddution plates are incubated at 35°C in a  microaerobic environ- 
ment  produced by a  gas generabng system suitable for 
Campylobacter. After 3  days of incubation. the MlCs are recorded as 
the lowest concentration of anbmrcrobral agent required to inhibit 
growth of the organism. The clarffhromycin and amoxlcill in MIC 
values should be mterpreted according to the fol lowmg criteria: 
Clanthromycm MIC (pglmL)a hderpretabon 

4  25 Susceptible 
05 lntermedrate [;’ 

210 Resdant F4 
Amoucffkn MIC (pe/mt) 3.k Interpretahon 

9.25 Suscepbble 6) 
a  These are breakpomts lor the agar drluhon methodology and they should 

not be  used to mterprel resuits obtamed usmg akernatrve methods 
b  There were not enough orgamsms wnh MlCs >0.25 pQlmL to detemune a  

reerstance breakpomt 

Standardrred suscephbrldy test procedures require the use of labora- 
tory control mrcroorgamsms to control the techmcal aspects of the 
laboratory procedures Standard clarithromycin and amoxrcdhn 
powders should provide the lol lowmg MIC values. 

Microorganism Anbmrcrobral Agent MIC (pg/mL)~ 
H pylon ATCC Clarithromycin 0016-0.12 
43504 Wmt) 
H. pylon ATCC Amoxrcrflin 0.016-012 
43504 WmL)  

1 Theee are quabty comrol ranges lor the agar drhrbon methodolcqy and they 
should not be used to control test results obtamed usmg akarnatrw 
methods 

Clinical Sludies 
Healing of Emsive Esophagit is 
The heahng rates of NMIUM 40 mg. NEXIUM 20 mg, and omeprazole 
20 mg  (the approved dose for this Indication) were evaluated in 
patients with endoscoprcally dragnosed erosrve esophagit is in four 
mufbcenter, double-blind, randomrzed studres The heahng rates at 
weeks 4  and 8  were evaluated and are shown in the table below 

Erosive EsophagiUs liealln9 Rata (Lila-Table Analysis) 
No of Srgnlicance 

Study Pabems Treatment Gmups Week4 Week  8  Level 
1  500 NEXIUM 20 mg  667% 996% N S. 

586 Omeprazole 20 mg  69.5% 86 3% 
2 

Ei 
NEXIUM 40 mg  759% 941% p<oD31 
NEXIUM 20 mg  705% 899% p <o 05 

650 Omeprazole 20 mg  64.7% 86 9% 
3 576 NEXIUM 40 mg  71 5% 92 2% N S 

572 Omeprazole 20 mg  69 6% 99 8% 
4 1216 NEXIUM 40 mg 81 7% 93.7% p<oOD1 

1209 Omeprazole 20 mg  66.7% 94 2% 
*log-rank test vs omeprazole 20 mg 
N S = not ugndrcant (p > 0.05). 

In these same studies of patients with erosrve esophagrtm, sustamed 
heartburn resoluhon and time to sustained heartburn resolution were 
evaluated and are shown m  the table below 
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,uskined Rerolutiont of Heartburn (Eroslvo Esophap 
Cumufatlve Percent‘ 

wfth Sustained 
Resofutice 

No. of 
Study Patrents TreatmentGmups Day14 Day28 

1  573 NEXIUM 20 mg  64.3% 72.7% 
555 Omeprazob2O mg  64.1% 70.9% 

2 621 NEXIUM 40 mg  64.0% 74.2% 
620 NMIUM 20 mg  629% 70.1% 
626 Omeprazole 20 mg  56.5% 66.6% 

3 566 NEXIUM 40 mg  65 4% 73 9% 
551 Omepmzole 20 mg  65.5% 73.1% 

4 1187 NEXlUM4Omg 676% 751% 
1169 Omeprazofe20mg 625% 70 8% 

liti s Patisnk) 

Siinitiinca 
Love1 * 
N.S. 

I 

p  <O.ool 
NS 

N.S. 

p<ooo1 

tDebned as 7 consecubve days !vdh no heartburn reported in daily patient 
diary 

‘Debned as the cumulative proporbon 01 patients who have reached the 
start of sustaoed resohdion 

*kg-rank test vs omeprazofe 20 mg 
N.S = not ugndiant (p > 0.05). 

In these four studies, the range of median days to the start of 
sustained resolution (defmed as 7  consecubve days with no heart- 
burn) was 5  days for NEXIUM 40 mg, 7-8 days for NEXIUM 20 mg  
and 7-9 days for omeprazole 20 mg. 
There are no comparisons of 40  mg  of NEXIUM with 40 mg  of 
omeprazole in cffnical trials assessing ekher heal ing or symptomatic 
relief of erosive esophagftfs. 
Long-Term Maintenance of Healing of Erosive Fsophagit is 
Two mugicenter, randomized, double-bl ind placebocontrol led l-arm 
trials were conducted m  patients wrth endoscopicalfy confumed, 
healed erosive esophagbrs to evaluate NEXIUM 40 mg  (n.174) 
20 mg  (n=180). 10  mg  (n-166) or placebo (n=l71) once daily over 
SIX months of treatment. 
No addit ional clinical benefd was seen with NEXIUM 40 mg  over 
NEXIUM 20 mg. 
The percentage of patients that maintamed heahng al erosive 
esophagit is at the various t ime points are shown in the figures below. 

Mainknanca of tkalin9 Rates by Month (Sludy 177) 

s scheduled vrsd 

Mainknanro of tkalinp Rates by Month (Study 178) 
,m - 

A\ 
-t--- -----___ 

,I m j------------ 

5. scheduled volt 

Patients remained in remrssron significantly longer and the number of 
recurrences of erosrve esophagrtrs was signifrcantty less m  pabents 
treated wdh NEXIUM compared to placebo 
In both studies, the proporbon of patients on NEXIUM who remained 
m  remrssron and were free of heartburn and other GERD symptoms 
was well differentiated from placebo 
In a  thud multicenter open label study of 608 pabents treated for 
12  months with NEXIUM 40 mg. the percentage of patrents that man- 
tamed heal ing of erosive esophagit is was 93 7% for SIX months and 
89 4% for one year 
Symptomatic Gastroesophageal Reflux Disease (GERD) 
Two muftfcenter, randomized, double-bhnd. placebo-controlled 
studies were conducted in a  total of 717 patients comparing four 
weeks of treatment with NEXIUM 20 mg  or 40 mg  once dally versus 
placebo for resolution of GERD symptoms. Patients had ?66-month I.. II .I ,.... 
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and heartburn on at least four of the seven days immediatdy 
preceding randomizabon 
The percentage of pabents that were symptom-free of heartburn was 
signifrcantfy higher in the NEXIUM groups compared to placebo at a6  
lollow-up vrsits (Weeks 1, 2, and 4) 
No addit ional clinical benefff was seen with NEXIUM 40 mg  over 
NEXIUM 20 mg  
The percent of patients symptom-free of heartburn by day are shown 
in the figures below. 

Percent 01  Patienk Symptom-Free 01 Heartburn by Day 
(study 225) 

Percent of Patienk Symptom-Free of Heartburn by Day 
(study 226) 

In three European symptomatic GERD trials, NEXIUM 20 mg  and 
40 mg  and omeprazole 20 mg  were evaluated No significant treat- 
ment  related differences were seen. 
Helicobacterpylori (H. pylari) Eradication in fahenfs with 
Duodenal  Ulcer Disease 
Trip/e Therapy (NEXIUM/amox~~/lm/clanthmmycin): Two multicenter, 
randomized. double-bknd studres were conducted usmg a  10 day 
treatment regimen. The first study (191) compared NEXIUM 40 mg  
once daily in combination wfth amoxicill in 10013 mg  twice daily and 
clanthromycm 500 mg  twrce dally to NEXIUM 40 mg  once dady plus 
clanthromycin 500 mg  twice daily The second study (193) compared 
NEXIUM 40 mg  once daily in combinatton with amoxicill in 1000 ring 
twice daily and clardhromycin 500 mg  twice dally to NEXIUM 40 mg  
once dady H pylorferadicatron rates, dehned as at least two negahve 
tests and no posdrve tests from CLDtest? histology and/or culture, at 
4  weeks post-therapy were sigmfrcantly higher in the NEXIUM plus 
amowcdl in and clarithromycin group than m  the NEXIUM plus 
clari ihromyon or NEXIUM alone group. The results are shown m  the 
following table 

H. py/oriEtadicatkn Raks at 4  Weeks 
alter 10  Day Treatment Re9lmm 

%  01 Patirnk Curad 
[95% ConRdcnce Interval1 

(Number ot patients) 

study Treatment Group Per-Protowp Intent-to-Treat’ 
191 NEXIUM plus . 

amoxrcrlhn and 
ciadthroniycm 

y&j p=;;;, 
n  ) 

NEXIUM plus 55% 52% 
cianthromycrn 

;z;;:i (45,591 
(n.215) 

193 NEXIUM plus as- 78%‘. 
amoxrcrllin and (74.931 (67.97) 
chnthromycm (n.67) (n.74) 
NEXIUM 

;:23) 
4% 

(nL22) fig 
’ Patlents were included rn the analysrs II they had H pylon mlecbon docu- 

mented at basebne, had at least one endoscoprcally venfled duodenal ulcer 
20 5 cm In dsmeter at basekne or had a documented hrstory of duodenal 
ulcer drseaee wrthrn the past 5 years, and were not pmtocol violators 
Patients who dropped out of the study due 10 an adverse event related to 
the study drug were mcfuded ur the anaNsu as not M  pylon eradrcated 

* Patrents were Included m  the analysrs II they had documented H. pykm 
mfecbon at basehne. had at least one documented duodenal ulcer at base 
line, or had a  documented hrslory 01 duodenal  ulcer daease. and took at 
least one dose of study medrcabon All dropouts were Included as not 
M  pyiori eradrcated 
‘p ~0.05 compared to NMIUM plus cfarlhromyan ..-.. msrory or neanourn eprsooes, no  erosrve esopnagms by enaoscopy. “p ~0 05 compared to NtXlUM alone 
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The percentage of patients wdh a healed baseline duodenal ulcer by 
4 weeks after the 10 day treatment regimen in the NEXIUM plus 
amoxrcillin and clanthromycin group was 75% (n=156) and 57% 
(n&O). respectively, in the 191 and 193 studies (per-protocol 
anafysrs). 

INDNXDONS AND USAGE 
Tr&wont d Goshoesophog~~l R&X Dissaso (GERD) 
Healing of Erosive Esaphagitis 
NEXIUM is indicated for the short-term treatment (4 to 8 weeks) in 
the healino and svmotomatic resolution of diaonostfcallv confirmed 
erosive e&phag& for those patients who have not heat& after 4-6 
weeks of treatment, an addrbonal4-8-week course of NEXIUM may 
be consrdered 
Maintenance of Healing of Erosive Esophagitk 
NEXIUM is indrcated to maintain symptom resolution and healing 
of eroswe esophagls. Controlled studies do not extend beyond 
6 months. 
Symptomatic Gastroesophageal Reflux Disease 
NEXIUM is indicated for treatment of heartburn and other symptoms 
associated wdh GERD. 

H. don’ Eradication to Raduce tho Risk 
d Dwdowal ukor Recurrence 
Triple Therapy (NEXIUM plus amoxiciNn and clarfihramycin): 
NEXIUM, in combination with amoxicillin and clanthromycin, IS indi- 
cated for the treatment of patients with H py/ori infectron and 
duodenal ulcer drsease (active or hrstory of wghm the past 5 years) to 
eradicate H. pyloti. Eradication of H. pylorihas been shown to reduce 
the risk of duodenal ulcer recurrence. (See Cllnical Studies and 
DOSAGE AND AGMlNlSlTlAllON.) 
In patients who fail therapy, susceptibility testing should be done 
If resistance to cfanthromycm IS demonstrated or susceptibility 
testing IS not possible, alternative antimicrobial therapy should be 
mstduted. (See CLINICAL PHARMACOLOGY, Microbiology and the 
clardhromycin package Insert. CLINICAL PHARMACOLOGY, 
MIcrobiology) 

CONTNAlNDKARONS 
NEXIUM is contraindicated rn patients wrth known hyper- 
sensitivity to any component of the formulation or to substouted 
benzrmrdazoles 
Clardhromycrn IS contraindrcated in patients with a known hypersen- 
srbvdy to any macrolide anbbrobc. 
Concomdant administrahon of cfarfthromywn with pimozrde IS 
contramdrcated There have been post-marketing reports of drug 
mteractrons when clarithromycrn and/or erythromycin are co-admm- 
tstered wrth pimozide resulting in cardiac arrhythmias ((IT prolonga- 
tion, ventricular tachycardra, ventricular fibrillation, and torsade 
de pomtes) most likely due to mhrbdron of hepatfc metabolism 
of prmozide by erythromycin and cfanthromycin. Fatalities have 
been reported. (Please refer to full prascribmg informatron for 
clardhromycin ) 
Amoxrcdkn rs contramdrcated rn patients with a known hypersensr- 
trvrty to any penicillin (Please refer to full prescribing information for 
amodcillin ) 

WARNINGS 
CLARITHROMYCIN SHOULO NOT SE USED IN PREGNANT WOMEN 
MCEF’T IN CUNICAL CIRCUMSTANCES WHERE NO ALTERNATME 
THERAPY IS APPROPRIATE. IF PREGNANCY OCCURS WHILE 
TAKING CLARITHROMYCIN, THE PATlENT SHOUU) GE APPRISED 
OF THE POTENTtAL HAZARD TO THE FETUS. (See WARNINGS in 
prescribing information for clarithromycin.) 
Amoxictllin. Serious and occasionallv fatal hvoersensitivttv (anaohv- 
lactc) reacbons have been reportedin pabents on penrcd8n‘therapy 
These reactions are more aot to occur in individuals with a hrstorv of 
pemcrlkn hypersensitivity &d/or a history of sensmvrty to mul6ple 
allergens 
There have been well documented reports of rndrvrduals with a htstorv 
of penicdlin hypenensdrvdy reactions who have experienced severe 
hypersensdivdy reacttons when treated with a cephalosporin. Before 
mdiating therapy wrth any penicdlin. careful inqurry should be made 
concernmg prewous hypersensitivity reactions to penicilkns. 
cephalosoorms. and other allergens. If an alleroic reaction occurs. 
amoxrcdlrn should be disconhnu~d and the appropriate therapy msti- 
tuted 
SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMER- 
GENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS 
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION, 
SHOULD ALSO BE ADMINISTERED AS INDICATED. 
Pseudemembronous colitis has been reported with nearly all 
antibacterial agents, including rlarllhromycin and amoxlcillln, and 
may range in rewrity from mild to life threatening. Therelow, it is 
important to consider this diagnosis in patisnts who present with 
diarrhea subsequent to the admlnisbstlon of antibacterial agents. 
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Treatment with antibacterial agents afters the normal flora of the 
colon and may permit overgrowth of clostridia. Studies indicate 
that a toxin produced by Clostndium difficde IS a primary cause of 
‘antibiobc-associated coktis ” 
After the diagnosis of pseudomembranous colitis has been estab- 
lished, therapeutic measures should be initiated Mild cases of 
pseudomembranous colitis usually respond to drsconbnuabon of the 
drug alone. In moderate to severe cases, consideration should be 
given to management with fluids and electrolytes, protein supple- 
mentation, and treatment with an antlbactenal drug clinlcally effective 
against Closfridium difficile colitis. 

Gmeml 
Symptomatic response to therapy with NEXIUM does not preclude 
the presence of gastrrc mahgnancy 
Atrophrc gaetrrbs has been noted occasionalfy in gastric corpus biop- 
sres from oatients treated lona-term ath omeorazole. of which 
NEXRJM is an enantiomer. - 

lnfamwtian far PaNants 
Patients should be informed of the following, 
NEXIUM Delayed-Release Capsules should be taken at least one hour 
before meals. 
For patrents who have ddhcuity swallowing capsules, one tablespoon 
of applesauce can be added to an empty bowl and the NEXIUM 
Delayed-Release Capsule can be opened, and the pellets inside the 
capsule carefully emphed onto the applesauce The pellets should be 
mixed with the applesauce and then swallowed immediately. The 
applesauce used should not be hot and should be soft enough to be 
swallowed wrthout chewing. The pallets should not be chewed or 
crushed. The pellet/applesauce mixture should not be stored for 
future use 
Antacids may be used while takmg NEXIUM 

Dng Intemctione 
Esomeprazole IS extensrvely metabolized in the liver by CYPZC19 and 
CYP3A4 
In nfm and in vrvo studies have shown that esomeprazole IS not hkely 
to inhtbd CYPs tA2. 2A6. 2C9. 2D6. 2El and 3A4 No clinicatlv rele- 
vant imeracbons wdh drugs metabokzed by these CYP enzymes 
would be expected. Drug Interaction studres have shown that 
esomeprazole does not have any clinically srgnrfrcant interactions 
wdh phenvtoin. warfann. mumdine. clarfthromvcin or amoxrcdkn . 
Esomeprazole may potentrally Interfere with CYP2C19. the major 
esomeprazole metabokzing enzyme Coadmunstratron of esomepra- 
zole 30 mg and diazepam, a CYP2C19 substrate, resulted in a 45% 
decrease rn clearance of diazepam. Increased plasma levels of 
drazepam were observed 12 hours after dostng and onwards 
However, at that time, the plasma levels of diazepam were below 
the therapeu6c Interval. and thus thus interactron IS unkkely to be of 
ckmcal relevance. 
Esomeprazole mhrbfts gastrrc acid secretron. Therefore, esomepra- 
zole may Interfere wdh the absorption of drugs where gastric pH is an 
Important determinant of bioavadability (eg, ketoconazole, iron salts 
and drgoxm) 
Coadrnfnrstration of oral contraceptives, diazepam, phenytom. or 
auundme did not seem to chanae the oharmacokinetic orofde of 
esomeprazole. 

- 

Combination Therapy with Clarithmmycin 
Co-admmistrabon of esomaprazole. clardhromycin. and amoxicillin 
has resulted in increases rn the plasma levels of esomeprazofe and 
14-hydroxyclartthromycin. (See CUNICAL PHARMACOLOGY, 
Phannaroklnotks: Combination Therapy with Antimlcmbials) 
Concomdant administratron of clanthromycin wdh pimoode is 
contramdrceted (See clarithromycrn package insert ) 

Carcinogonosis, Mutwgenesis, impairment of Fwtility 
The carcmogenic potential of esomeprazole was assessed usina 
omeprazole studies In two 24-month oral carcmcgenichy studi& 
m rats. omeorazole at dadv doses of 1.7. 34. 13 8. 44.0 and 
1408 mgikdday (about O-7 to 57 times the’human dose of 
20 mg/day expressed on a body surface area basis) produced gastric 
ECL cell carcmoids in a dose-related manner in both male and female 
rats, the mcrdence of thus effect was markedly higher m female rats, 
which had hrgher blood levels of omeprazole Gastric carcmords 
seldom occur in the untreated rat. In adddron, ECL cell hyperplasra 
was present rn all treated groups of both sexes In one of these 
studies, female rats were treated wrth 13 8 mg omeprazoleikg/day 
(about 5 6 bmes the human dose on a body surface area basrs) for 
1 year, then followed for an adddronal year without the drug. No carci- 
noids were seen in these rats An increased incidence of treatment- 
related ECL cell hyperplasia was observed at the end of 1 year (94% 
treated vs 10% controls). By the second year the ddference between 
treated and control rats was much smaller (46% vs 26%) but stdl 
showed more hyperplasia in the treated orouo. Gastric adenocarci- 
noma was seen ro one rat (2%). No srmila~tumor was seen in male or 
female rats treated lor 2 years For thus stram of rat no simdar tumor 
has been noted historically, but a fmding involvmg only one tumor IS 
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diffrcuit to interpret. A 78-week mouse carcmogenicity study of 
omeprazole did not show increased tumor occurrence, but the study 
was not conclusive 
Esomeprazde was negatrve m the Ames mutation test. m  the in viva 
rat bone marrow cell chromosome aberrabon test, and the in viva 
mouse micronucleus test. Esomeprazofa. however, was positfvs in 
the in vdm human lymphocyte chromosome aberration test. 
Omeprazole was positive in the in vitm human fymphocyte chromo- 
some aberration test, the II) viva mouse bone marrow cell chromo- 
some aberratron test, and the in viva mouse micronucleus test. 
The potenbal effects of esomeprazole on tertifhy and reproductive 
performance were assessed using omeprazole studies Omeprazole 
at oral doses up to 138 mg/kg/day in rats (about 58 times the human 
dose on a body surface area basis) was found to have no effect on 
reproductive performance of parental animals, 

P%V=ncY 
Teratogenic Effects. Pregrfancy Category B 
Teratolw studies have been performed in rats at oral doses up to 
280 me/kp/day (about 57 times the human dose on a body surface 
area basis) and in rabbits at oral doses up to 86 mgArg/day (about 
35 bmas the human dose on a body surface area basrs) and have 
revealed no evidence of impaired fertility or harm to the fetus due to 
esomeprazole There are, however, no adequate and wellsontrdled 
studies in pregnant women. Because aremal reproduction studies are 
not atways predictive of human response, this drug should be used 
during pregnancy only if cleady needed. 
Teratdogy studiis conducted with omeprazole In rats at oral doses up 
to 138 mgArg/day (about 56 times the human dose on a body surface 
area basrs) and in rabbits at doses up to 69 mg/kg!day (about 
56 times the human dose on a body surface area basis) did not 
disclose any evidence for a teratogenic potential of omeprazole. In 
rabbrts. omeprazole in a dose range of 6 9 to 69.1 mglkg’day (about 
5.5 to 56 trmes the human dose on a body surface area basis) 
produced dose-related increases in embryolethality, fetal resorp- 
bans, and pregnancy disrupbons In rats, dose-related embryo/fetal 
towcrty and postnatal developmental todchy were observed in 
offspring resulting from parents treated wdh omeprazole at 13 8 to 
138.0 mg/kg/day (about 5 6 to 56 times the human doses on a body 
surface area basis). There are no adequate and well-controlled 
studies in pregnant women. Sporadic reports have been received of 
congenrtai abnormalrties occurrmg in mtants born to women who 
have received omeprazole during pregnancy. 
AmexicMMn 
Pregnancy Category 8. See full prescrrbing informatron for amoxi- 
crlkn before usmg rn pregnant women 
Ciaritbmmycin 
Pregoency Category C. See WARNINGS (above) and full prescribing 
informatron for clarithromycrn before usmg in pregnant women 

Nursing Mothers 
The excretion of esomeprazole in milk has not been studied. However. 
omeprazole concentrations have been measured in breast milk of a 
woman following oral admmrstration of 20 mg. Because esomepra- 
zole is lbkely to be excreted in human mdk, because of the potential for 
serious adverse reacttons in nursing infants from esomeprazole. and 
because of the potential for tumorigenichy shown for omeprazole in 
rat carcinogenrcity studies, a decision should be made whether to 
drscontinua nursing or to drscontinue the drug, taking into account 
the importance of the drug to the mother. 

Podiatric Uao 
Safety and effechveness in pediatric patients have not been estab- 
hshed 

Geliahic use 
Of the total number of pabents who received NEXIUM in clinical trials, 
778 were 65 to 74 years of age and 124 patients were ~75 years 
of age 
No overall ddferences in safety and efficacy were observed between 
the elderly and younger individuals, and other reported clinical expe- 
nence has not rdentrfred differences rn responses between the elderly 
and younger pabents. but greater sensitlvdy of some older indrvrduals 
cannot be ruled out 

ADVERSE GEACDONS 
The safety of NEXIUM was evaluated rn over 10,000 pabents (aged 
18-84 years) in cknrcal trials worldwrde including over 7.400 patients 
in the Unded States and over 2,600 patrents in Europe and Canada. 
Over 2,900 patrents were treated In long-term studies for up to 
6-12 months. In general, NEXIUM was well tolerated rn both short- 
and long-term clinical trials 
The safety m the treatment of healing of erosive esophagrbs was 
assessed in four randomized comparatrve clinical trials, whrch 
included 1,240 patients on NEXIUM 20 mg. 2,434 patients on 
NEXIUM 40 mg, and 3,DOB patients on omeprazole 20 mg dally, The 
most frequently occurrmg adverse events (~1%) in all three groups 
was headache (5 5,5.0, and 3 8, respectively) and diarrhea (no ddfer- 
ence among the three groups) Nausea, flatulence, abdommal pain, 
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constipation, and dry mouth occurred at srmilar rates among patients OVERDOzjAGE NDC 0186502g31 unrt of use bottles of 30 
taking NEXIUM or omeprazole. A single oral dose of esomeprazote at 510 m@tg (about 103 times the NDC 01865022-28 unrt dose packages of 100 
Additional adverse events that were reported as possrbly or probably human dose on a body surface area basis), was lethal to rats. lhe NDC 0’86-5020-54 bottfes Of go 
related to NEXIUM wdh an rncrdence <1X are listed below by body ma]or signs of acute toxicity were reduced motor a&ity, changes in NDC 0186602082 bottles of 1000 
system. respiratory frequency, tremor, ataxia, and intermittent clonic convul- NEXIUM Detayed-ReNase Capsules, 40 mg, are opaque, hard gefabn, 
Body es a Who/o: abdomen enlarged, allergic reaction, asthenra. srons. amethyst colored capsules wdh three radral bars in yellow on the cap 
back pain. chest pain. chest pain substernal, facial edema, peripheral There have been no reports of overdose with esomeprarole. Reports and 40 mg in yellow on tfte body. They are suppbed as follows 
edema, hot flushes. fatigue, fever, flu-like disorder, generalfred 
edema, lap edema, malaise. pam. rigors; Cardiovaacrriar flushing, 

have been received of overdosage wfth omeprarole in humans, Doses NDC 018~564D31 unrt of use bottles of 30 
ranged up to 2,400 mg (120 lrmes the usual recommended clinical NDC 0186-5042-28 unit dose packages of 100 

hypertension. tachycardff; Eodoufrr8: goiter, Gasbuhrfosthoi: 
bowel irregularity, constipation aggravated, dyspepsra, dysphagra. 

dose). Manifestations were variable, but included confusion, drowsi- NDC 01865040-54 bottfes of 90 
ness, blurred vision, tachycardia, nausea, diaphoresis. flushing, NDC 0186504D82 boffles of lODO 

dysplasia GI, epigastrtc pain, eructatron, esophageal disorder, 
frequent stools, gastroenterms. Gt hemorrhage, Gt symptoms not 

headache, dry mouth, and other adverse reactions similar to those 
seen in normal clinical experrence (see omeprszole package insert - shge 

otherwise sPec)fied. hiccup. melena. mouth disorder. Pharynx 
disorder, rectal disorder, serum gastrin increased, tongue disorder, 

ADVERSE REACTIONS). No specific antidote for esomeprazole is Store et 25°C (77°F) excursions permitted to 1MO’C (59-86’F). 

tongue edema, ulcerative stomatrtis, vomftmg; Hoarfrrg: earache, 
known. Since esomeprazde Is extensively protein bound, d is not [See USP Controlled Room Temperature]. Keep container tightty 

hitUS; ffomafoiogfo: anemia, anemia hypochromic, cervical 
expected to be removed by dralysis. In the event of overdosage, treat- closed. Drspense rn a trght container if the product package is 
meti should be symptom& and supportive. subdrvided. 

fymphoadenopathy. epistaxis, leukocytosrs. leukopenia, thrombccy 
topenia, Hupafk bilirubinemia, hepatic tunction abnormal, SGOT As with the management of any overdose, the possibility of multiple 

increased, SGPT increased; Metaboii~ufrMonai: glycosurta. drug mgesbon should be consrdered. For current information on REFERENCES 

hyperurffemia, hyponatremia. Increased alkaline phosphatase, thirst, treatment of any drug overdose. a certified Regional Poison Control 
Center should be contacted. Telephone numbers are listed in the 

1. National Committee for Clinical Laboratory Standards. Methods for 
vitamin 812 defrctency, weight increase, weight decrease; Ddubon Anttmkrobraf Susceptibility Tests for Bacteria That Grow 
Muscui~uiabi: arthralgra, arthnhs aggravated, arthropathy, Physictans’ Desk Reference (PDR) or local telephone book. Aerobcafty. Fifth Edition Approved Standard NCCLS Document 
cramps, fibromyafgia syndrome, hernia, pofymyalgia rheumatica. DOSAGE AND ADMlNISYftATK)N 

M7A5, Vol. 20. no. 2. NCCLS, Wayne, PA, January 2ooO. 
Nemma SystenVsychietfic: anorexia, apathy, appetite htcreasad. 
confusion, depressron aggravated, dizziness. hypertonia, nervous- The recommended adun dosages are outlined in the table below 
ness. hypoesthesia. rmpoterwe. insomnia. migraine, migrahw aggra- NEXIUM Delayed-Release Capsules should be swallowed whole and NEXIUM IS a trademark of the AstraZenece group 

taken at least one hour before eating. 
QAstraZeneca 2w1 

vated. paresthesia. sleep disorder, somnolence, tremor, vertigo, 
visual field defect; tfofuodueffeo:dysmenorrhea, menstrual disorder, For Patim who have difficutw swallo~np wsulw one tablespoon 
vaginrbs: RespiAeArry: asthma aggravated, coughing, dyspnea. of appleSaUCe can be added to an empty bowl and the NEXIUM 

Manufxt,,rd for: ht,aeneca LP, Wilmington, DE 19850 

larynx edema, pharyngrtts. rhmitis, smusibs; Sk/n andAppeada#tu: Delayed-Release Capsule can be opened, and the pellets Inside the 
By, ~~~~~~~ AB, SaderMt]e, Sweden 

acne, angioadema. dermatitis, prurftus, prurttus ani. rash, rash capsule carefully empbad onto the applesauce. The pellets should be 
Produm of Frame 

erythematous. rash maculo-papular, skm inflammatron, sweatmg mixed with the applesauce and then swallowed Immediately. The 
increased, urticana: Special Seosea: ottdis media, parosmia, taste applesauce used should not be hot and should be soft enough to be 
loss, taste perversion, f/rwgonrfa/~ abnormal uruk?, albuminurra, swallowed without chewing. The pellets should not be chewed or 

$~~&l 

cystrtis, dysuria. fungal infection, hematurfa, micturfdion frequency, crushed. The petletlapplesauce mrxture should not be stored for Rev. 04/01 
moniliasis, gendal moniliasfs, polyuna; Visaai: conluncbvitts. vrsron future use 203647 
abnormal The pellets have also been shown m vrfro to remam mtact when Rev. 08/01 
Endoscopic frndmgs that were reported as adverse events Include exposed to tap water, orange prrce. apple juice and yogurt, 
duodenrtrs, esophagitis. esophageal stricture, esophageal ulceration, 
esophageal vances. gestnc ulcer, gastritis, hernia, benign polyps or Recommended Adult Dosage Schedule of NEXIUM 
nodules, Barrett’s esophagus, and mucosal drscoloratron. lndicahon Dose Frequency 
The Incidence of treatment-related adverse events durmg B-month 
maintenance treatment was srmrlar to placebo There were no differ- 

6admerophagsal Reffux 

encas in types of related adverse events seen during mamtenance 
tllssase (GEAD) 
Healing of Emsrve 

4% AstraZeneca d 

treatment up to 1’2 months compared to short-term treatment. 
Two placebo-controlled studies were conducted in 710 patients for 
the treatment of symptomatic gastroesophageal reftux dtsease. The 
most common adverse events that were reported as possibly or prob- 
ably related to NMIUM were drarrhaa (4 3%). headache (3.8%) and 
abdominal pain (3.8%). 

20 mg or Once Osly lar 4 to 8 
Esophagttis mmg Weeks’ 
Mamtenance of Healing 20 m* Once Duly” 
of Erosive Esophagdis 
Symptomatic 20 mg Once Daily for 4 
Gastroasaphageal Reflux Weeks”’ 
Disease 

Other adverse events not observed with NEXIUM. but oceurrmg with 
omeprazole can be found m the omeprazole package insert, ADVERSE 
REAClfONS section 

M  pyferf Eradication te 
Reduce the Risk ef 
Duodenal Ulcer Rocurreno 

Combination To&wont with Amoxicitlin 
and Cforithroftv~io 

Trrpfe nrerapy 
NEXIUM 
Arno~cdbn 

Mmg Once Daily for 10 Days 

In clinical trials usmg combmation therapy Hnth NEXIUM plus amoxi- 
1WOmg Twice Daily for 10 Oays 

crlbn and clartthromycm, no adverse events peculiar to these drug 
Ctanthromycin Mm Twrce Daily for IO Days 

combmattons were ObSSNSd Adverse events that occurred have ‘(we CLtNtCAL STUDIES). The mapmy of patsnts are heaW wdhm 
been limded to those that had been observed wrth NMIUM. amoxi- 4 to 8 weeks. For patlwds vitro do not heal after 4-8 weeks, an addrbonat 
cdhn. or clarithromycin alone 44 weeks of treatment may be consrdered. 

The most frequently reported drug-related adverse events for patients 
+* Controlled studres drd not extend pond SIX months. 

who recerved triple therapy for 10 days were diarrhea (9.2%). taste 
“‘II symptoms do not rasotve mmplateiy after 4 weeks, an adddumal 

perversion (6 6%) and abdommal pam (3 7%) No treetment-emer- 
4 weeks of treatment may be consrdered 

gent adverse events were ObSSNed at higher rates wrth triple therapy Please refer to amoxtciltin and clarrthromycm full prescribing infor- 
than were observed with NEXIUM alone mation for CONTFtAfNDICATIONS, WARNINGS and dosing m  elderly 
For more mformatron on adverse events wrth amoxrcdbn or and renally-impaired patients. 
clanthromycin. refer to then package Inserts, ADVERSE REACTlONS 
sectrons. Special Pop&ions 

Geriatric 
Labomfoly Events No dosage adjustment IS necessary. (See CLINICAL PRARMA- 
The followmg potentrally chnrcalfy srgmfrcant laboratory changes m  CDLOGY, Phatrnacokinetics.) 
cknrcal tnals, irrespective of relabonshrp to NEXIUM, were reported in Renal Insufficiency 
51% of pabents increased creabnme, uric acrd, total bdirubm, alka- No dosage adjustment is neessaty (See CLINICAL PHARMA- 
hne phosphatase, ALT, AST, hemoglobin, white blood cell count, COLOW Pkarmacokinetics.) 
platelets, serum gastrin, potassrum. sodrum, thyroxine and thyrord 
stimulatmg hormone (see CLINICAL PHARMACOLOGY, Endocrine 

,‘/eoafjc $sufficiency 

Eftects for further mformatron on thyrord effe&) Decreases were 
No dosage adfustment is necessary m  patients with mild to moderate 

seen in hemoglobm, white blood cell count, platelets, potassium, 
hvar rmparrment (Child Pugh Classes A and B). For patrents wdh 

sodrum, and thyroxme 
severe liver impairment (Chdd Pugh Class C), a dose of 20 mg of 
NEXIUM should not be exceeded (See CLINICAL PHARMACOLOGY, 

In chmcal tnals usmg combination therapy with NEXIUM plus amoxt- Pharnracokfnetfo.) 
cdbn and clarithromycin, no addrtional increased laboratory abnor- Gender 
mallties parbcular to these drug combmatrons were observed. No dosage adjustment IS necessary. (See CLINICAL PHARMA- 
For more mformatron on laboratory changes wdh amoxtclfftn or COLGGY. Pharmacokinetlo.) 
clanthromycin, refer to then package inserts, ADVERSE REACTIONS 
secbon. HOW SUPPUED 

NEXIUM Delayed-Release Capsules, 20 mg, are opaque, hard gelatin, 
amethyst colored capsules with two radral bars m  yellow on the cap 
and 20 mg rn yellow on the body They are supplied as follows: 


