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1) Investigation of the Efficacy and Safety of TAK-390MR for Erosive
Esophagitis - A Phase II/IIl Stratified-Randomized, Double-Blinded,
Parallel-Group, Multicenter Study on Efficacy and Safety of TAK-390MR by
Comparison with AG-1749 in Patients with Erosive Esophagitis -
(TAK-390MR/CCT-001)

2) A Phase 3 Study to Evaluate the Efficacy and Safety of Dexlansoprazole MR
(60 mg QD and 90 mg QD) and an Active Comparator, Lansoprazole (30
mg QD), on Healing of Erosive Esophagitis (T-EE04-084)




3) A Phase 3 Study to Evaluate the Efficacy and Safety of Dexlansoprazole MR
(60 mg QD and 90 mg QD) and an Active Comparator, Lansoprazole (30
mg QD), on Healing of Erosive Esophagitis (T-EE04-085)

4) A Phase 3, Open-Label Study to Assess the Long-Term Safety of
Dexlansoprazole MR (60 mg QD and 90 mg QD) (T-GI04-088)

nEd Axde ARA/A R S24 43

5) A Phase 3 Study to Evaluate the Efficacy and Safety and Efficacy of
Dexlansoprazole MR (30 mg QD and 60 mg QD) Compared to Placebo in
Maintenance of Healing in Subjects with Healed Erosive Esophagitis
(T-EE05-135)

6) A Phase 3 Study to Evaluate the Safety and Efficacy of Dexlansoprazole MR
(60 mg QD and 90 mg QD) Compared to Placebo in Maintenance of
Healing in Subjects With Healed Erosive Esophagitis (T-EE04-086)

R 2 AAE QFEA8Y S29 A8

7) A Phase 3 Study to Evaluate the Efficacy and Safety of Dexlansoprazole MR
(30 mg QD and 60 mg QD) Compared to Placebo on Symptom Relief in
Subjects with Symptomatic Nonerosive Gastroesophageal Reflux Disease
(GERD) (T-GD05-137)

8) A Phase 3 Study to Evaluate the Efficacy and Safety of Dexlansoprazole MR
60 mg QD and 90 mg QD Compared to Placebo on Symptom Relief in
Subjects With Symptomatic Nonerosive Gastroesophageal Reflux Disease
(T-GD04-082)

9) A Phase 3, Multicenter, Randomized, Double-Blind, Parallel-Group,
Placebo-Controlled Trial to Evaluate the Efficacy of Dexlansoprazole (30 mg
QD) Compared to Placebo on Relief of Nocturnal Heartburn in Subjects
With Symptomatic Gastroesophageal Reflux Disease (GERD) (T-GD07-170)

10) A Phase 3b Multicenter, Single-Blind Trial to Evaluate the Efficacy of
Dexlansoprazole 30 mg in Maintaining Control of Gastroesophageal Reflux
Disease Symptoms in Subjects on Prior Twice Daily Proton Pump Inhibitor
Therapy (T-GD08-178)
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1990 129 oA
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o 0001
256+27T/ 0, 3, 6,9, 12,
0B002 | 300,000
60+5%RH s 18, 24, 36
HDPE bottle
o 0BOO1
30+2TC/
0B002 300,000 |0, 3, 6,9, 12
65+5%RH
0B003
O D401 110,000
40x£2C/
CFF blister | OQWII22 | 939000 | 0, 1,3, 6 ‘
75+5%RH 7}4: 27 Sl A
ok I AL EREL
1042/ SEE T
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o 1|3 : 25T A B 15-30C7HA] 318 (unit dose package of 100, bottle of 30, 90, 1000)
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6.1. 93A E A2 (Clinical Data Package, CDP)
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¥ pivotal study
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3| A A Y ok TAKEDA PHARMS Takeda Canada
EN L) dexlansoprazole 30mg, 60mg dexlansoprazole 30mg, 60mg 30, 60mg
A o] oke uwiMo]l wldo] Z=AHE AF-AH A opaque, blue and gray with TAP and “30”
R3] A o] A A MLz o] ), imprinted on the capsule
Dexilant is indicated for the following in adults 18 years of
age and older.
1. v A= A8 1.1 Healing of Erosive Esophagitis Healing of Erosive Esophagitis
DEXILANT is indicated for healing of all|DEXILANT is indicated for healing of all grades of erosive
grades of erosive esophagitis (EE) for up to|esophagitis (EE) for up to 8 weeks.
8 weeks.
2. A A AE T FX 2 &2 Maintenance of Healed Erosive Esophagitis
Heol 23} 1.2  Maintenance of Healed Erosive|DEXILANT is indicated for maintaining healing of erosive
Esophagitis esophagitis for up to 6 months.
DEXILANT is indicated to maintain healing of
asar EE and relief of heartburn for up to 6|Symptomatic Non—-Erosive Gastroesophageal Reflux Disease
3. Hugky A= 9F2 3 (Non-Erosive |months. DEXILANT is indicated for the treatment of heartburn
Gastroesophageal Reflux Disease) ¥ associated with symptomatic non—erosive gastroesophageal
H FAQ 299 AR 1.3 Symptomatic Non-Erosive|reflux disease (GERD) for 4 weeks
Gastroesophageal Reflux Disease
DEXILANT is indicated for the treatment of|Geriatrics(> 65 years of age):
heartburn associated with symptomatic{No dosage adjustment is necessary for elderly patients.
non—erosive gastroesophageal reflux disease
(GERD) for 4 weeks Pediatrics(< 18 years of age):
Safety and effectiveness of DEXILANT in pediatric patients
have not been established.
o] oF& 2JAle} #BAIRle] Fojsk 4= Q). 2.1 Recommended Dose Recommended Dose and Dosage Adjustment
SHEYE o] k& A Z 4ok 61—13} DEXILANT is available as capsules in 30 mg
ok 2717 o] A= MES 7183t |and 60 mg strengths for adult use. Directions
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o] ok 1 &%(15 mL)e| of&EFA2=d| Y& |for use in each indication are summarized in
I =4 15,—04 sty o] 74 Qo= gL o] [Table 1. Recommended Dose and Dosage Adjustment
A g o ),
=0 LI LA s o -
. ; : Indication Recommended Frequency
oLO o = Table 1: DEXILANT Dosing Recommendations J
O] _}i:"_——‘ O ] 7-” ]’4’ ‘L}_ Z:‘—]——O‘I TO% ﬂ—‘jl— Indication Recor Dose Frequency Dose
1 U] ;q.}b g\_] E;_o:] _4 ;q = Healing of EE 60 mg Once daity for up 1o 8| | Healing of Erosive Esophagitis 60 mg Once daily for up to 8 weeks
4'] L}\ - — H > o) _ - Maintenance of Healed EE 30 mg Once daily || Maintenance of Healed Erosive 30 mg 2 Once daily b
= Eal %J—.:\__L_‘j/}-—é_ GOmg’é‘ 1€ 1 Q STW}X] and relief of heartburn : Escpbisgitis
ATl At il I ety |
- o *Controlled siudies did not exiend beyond 6 monins. roesopha sea
2. U] %}6] Z\_] = 0‘::} -04 7{' ‘—?-" ‘IT'X] E‘l '-'11“/2\_% * In patients who had moderate or severe erosive esophagitis, a maintenance dose of 60 mg may be used.
_04 Qq_i‘l_ ® Controlled studies did not extend beyond 6 months.
pu

AT AZE 30mgS 19 13] 671€7HA]
Aol g,

3. v 94 = d7FFAFNon-Erosive
Gastroesophageal Reflux Disease) ##

88 A=
dagazelE 30mge 19 13] 45 &<
3ol gkt
gl #xp Awe] el 2

(Child-Pugh Class A)oll&= o] <Fe] &3x
do] HaskA v} FTEe Hgol A}
(Child-Pugh Class B)ell:= o] °F
d FHa §Fo=Z aE F o FF5Y 1+
Zoll 2K Child-Pugh Class C)& Aoz
“‘”‘]340] A A] 2d I THAES9
oAE 9. gl Fxpol]l digk Fo &

74—51)

rlr

2.2 Hepatic Impairment
No adjustment for DEXILANT is necessary

for patients with mild hepatic impairment
(Child-Pugh Class A). Consider a maximum
daily dose of 30 mg for patients with
moderate hepatic impairment (Child-Pugh

Class B). No studies have been conducted in
patients with severe hepatic impairment
(Child-Pugh Class C) [see Use in Specific

Populations (8.7) and Clinical Pharmacology

(12.3)].

2.3 Important Administration Information
DEXILANT can be taken without regard to
food. DEXILANT should be swallowed whole.
» Alternatively, DEXILANT capsules can be
administered as follows:

- Open capsule;

- Sprinkle intact granules on one
tablespoon of applesauce;
- Swallow immediately. Granules should

not be chewed.

No dosage adjustment for

DEXILANT

is necessary for

patients with mild hepatic impairment(Child-Pugh Class A).
DEXILANT 30 mg should be considered for patients with

moderate hepatic impairment

(Child-Pugh Class

B). No

studies have been conducted in patients with
severe hepatic impairment (Child-Pugh Class C).
No dosage adjustment is necessary for elderly patients or

for patients with renal impairment.
Missed Dose

If a capsule is missed at its usual time,

it should be taken

as soon as possible. But if it is too close to the time of the
next dose, only the prescribed dose should be taken at the
appointed time. A double dose should not be taken.

Administration

DEXILANT can be taken without regard to food or the

timing of food.

DEXILANT should be swallowed whole with plenty of water.

» Alternatively,
administered as follows:
Open capsule;

DEXILANT capsules can be opened and

Sprinkle intact granules on one tablespoon of applesauce;
Swallow immediately. Granules should not be chewed.
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1. g2 A= FAsix] ¢ A 4 CONTRAINDICATIONS CONTRAINDICATIONS
1) o] ¢kE¢] AEo] thal #Hwuke 3z} DEXILANT is contraindicated in patients with|Patients who are hypersensitive to this drug or to any
o] ok&o] Bg & Sy} oAl |lknown hypersensitivity to any component of|ingredient in the formulation. For a complete listing, see the
2 wkgo] By ub Qlh[2. o]4$ 1)lthe formulation [see Description (11)]|DOSAGE FORMS, COMPOSITION AND PACKAGING.
e} 2], Hypersensitivity and anaphylaxis have been|DEXILANT should not be concomitantly administered with
reported with DEXILANT use /[see Adverse|atazanavir (see DRUG INTERACTIONS, Drugs  with
Reactions (6.1)]. pH-Dependent Absorption Pharmacokinetics).
WARNINGS AND PRECAUTIONS
2. o]’dkg 5 WARNINGS AND PRECAUTIONS General
1) ddAdoll A BaE o] dut& 5.1 Gastric Malignancy Symptomatic response with DEXILANT does not preclude the
o] oFo] oA AL 45488 T o2 3 o |Symptomatic response with DEXILANT does|presence of gastric malignancy.
Z 2 gz dFAFel - H7tE e lnot  preclude the presence of gastric|Pseudomembranous colitis has been reported with nearly all
o] & 8634M 9 I A= 6701Y oA, 203|malignancy. antibacterial agents, including clarithromycin and amoxicillin,
Wl F3A= 1zt S Fowdt).|5.2 Bone Fracture and may range in severity from mild to life threatening.
Abgapo] 2 A} A 18 - 904 (FU 4:5% Several  published observat_ion.al_ studies Thgrefore, it is importan_t to .consider this diagnosis in
R A, oA o] 54polqom, whel 85% 3 |suggest that proton pump inhibitor (PPI)|patients who present with diarrhea subsequent to the
ol 8%, oFAJo}el 4%, 71} t}E 2 %F 3%|therapy may be associated with an increased|administration of antibacterial agents.
2 o] FojHt} risk for osteoporosis-related fractures of the|Treatment with antibacterial agents alters the normal flora of
IR= ] “‘:Oﬂ«] X5, n@aA 2wl A |hip, wrist or spine. The risk of fracture was|the colon and may permit overgrowth of Clostridia. Studies
2% 448, 9= 9F4dst & %"z} increased in  patients  who  received|indicate that a toxin produced by Clostridium difficile is a
9] A&/ EHoH 649 F2¢ % A4t high-dose, defined as multiple daily doses,|primary cause of “"antibiotic-associated colitis”"
Alglo] AAEA=Y, 8969 el JHA=|and long-term PPl therapy (a year or|After the diagnosis of pseudomembranous colitis has been
ek, 45572 o] °F 30mg, 22182 ©]|longer). Patients should use the lowest dose|established, therapeutic measures should be initiated. Mild
F 60mgS, 13632 #HA =z} 30mgland  shortest duration of PPl therapy|cases of pseudomembranous colitis usually respond to
S 1¥¢ 13 Tk appropriate to the condition being treated.|discontinuation of the drug alone. In moderate to severe
Patients at risk for osteoporosis-related|cases, consideration should be given to management with
QAN B stA thakst F7o] A Alfractures should be managed according to|fluids and electrolytes, protein supplementation, and
AlEleg QA Foll A #zE o] A WkS|established treatment guidelines /see Dosage|treatment with an antibacterial drug clinically effective
BAES &8 FEZ AN AMA DI and Administration (2) and Adverse Reactions|against Clostridium difficile colitis.
A vHuEoIE QF Ha, = AAZ | 6)) Decreased gastric acidity due to any means, including proton
ZE = &S 99 EA] &S % AY.[5.3 Hypomagnesemia pump inhibitors, increases gastric counts of bacteria normally
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Hypomagnesemia, symptomatic and
asymptomatic, has been reported rarely in
patients treated with PPIs for at least three

months, in most cases after a vyear of
therapy. Serious adverse events include
tetany, arrhythmias, and seizures. In most
patients, treatment of hypomagnesemia
required magnesium replacement and

discontinuation of the PPIL

For patients expected to be on prolonged
treatment or who take PPIs with medications
such as digoxin or drugs that may cause
hypomagnesemia (e.g., diuretics), health care
professionals may consider monitoring
magnesium levels prior to initiation of PPI
treatment and periodically [see Adverse
Reactions (6.2)].

5.4 Concomitant use of DEXILANT with
Methotrexate

Literature suggests that concomitant use of
PPIs with methotrexate (primarily at high
dose; see methotrexate prescribing
information) may elevate and prolong serum
levels of methotrexate and/or its metabolite,
possibly leading to methotrexate toxicities. In
high-dose methotrexate administration, a
temporary withdrawal of the PPI may be
considered in some patients [see Drug|
Interactions (7.5)].

6 Page 3 of 13 ADVERSE REACTIONS

6.1 Clinical Trials Experience

present in the gastrointestinal tract. Treatment with proton
pump inhibitors (PPIs) may lead to slightly increased risk of

gastrointestinal infections such as Salmonella  and
Campylobacter and possibly Clostridium difficile.
Carcinogenesis and Mutagenesis

Dexlansoprazole was positive in the Ames test for
mutagenicity in bacteria. In an i wvitro chromosome
aberration test using Chinese hamster lung cells,
dexlansoprazole was considered positive based on equivocal
data in which the percentage of cells with aberrant
chromosomes increased slightly but did not reach the preset
criteria  for a positive response. Dexlansoprazole was

negative in the in vivo mouse micronucleus test.
Lansoprazole is a racemic mixture of R— and S-enantiomers.
Following administration of lansoprazole in humans and
animals, the major component circulating in plasma is
dexlansoprazole, the R-enantiomer of lansoprazole.
Therefore, the carcinogenic potential of dexlansoprazole was
assessed using existing lansoprazole studies (see
TOXICOLOGY).
Lansoprazole treatment for 2-years was associated with
hyperplasia and neoplasms (carcinoids) of
enterochromaffin-like cells (ECL cells) in the stomach of
conventional rats and mice. These proliferations are related
to prolonged hypergastrinemia secondary to gastric acid
suppression.

Benign tumors of the testis (interstitial cell adenomas in rats
and rete testis adenomas in mice) were secondary to an
inhibitory effect on testosterone synthesis at high doses in
these species.
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Ashd g5 2o Because clinical trials are conducted under|Hepatocellular adenomas and carcinomas were increased in

ol g " Ak Jy, fdxrdyy widely varying conditions, adverse reaction|the livers of mice related to induction of CYP enzymes

AR gAZ B9 A9 JM<E5F|rates observed in the clinical trials of a drugl|leading to increased liver weights.

=, B2 A4, AASA(FEA™),|cannot be directly compared to rates in the|Endocrine and Metabolism

1R clinical trials of another drug and may not|Hypomagnesemia, symptomatic and asymptomatic, has been

At vz A3k 79 B, oW, F  |reflect the rates observed in practice. reported rarely in patients treated with PPIs for at least
wH A 2 AE The safety of DEXILANT was evaluated in|three months, in most cases after a year of therapy. Serious

ord sk & A=, T 4548 patients in controlled and uncontrolled|adverse events include tetany, arrhythmias, and seizures. In

AABA A3 X B HH 45, vliclinical studies, including 863 patients treated|most patients, treatment of hypomagnesemia required

W ool g EF, dlelE 2X|for at least 6 months and 203 patients|magnesium replacement and discontinuation of the PPI.

(Barrett's esophagus), 94, &S5 4} |treated for one year. Patients ranged in age|For patients expected to be on prolonged treatment or who
TH, dAvAAd Ad, WAEY, W], Flfrom 18 to 90 years (median age 48 years)|take PPIs with medications such as digoxin or drugs that
&

= B
Z Ao XFA, AstEE, A, A, |with 54% female, 85% Caucasian, 8% Black,/may cause hypomagnesemia (e.g., diuretics), health care
EdY Axd, 9FZH, 949, 9434,14% Asian, and 3% other races. Six|professionals may consider monitoring magnesium levels
A& Aol AT F&5A Ao, Y& |randomized controlled clinical trials were|prior to initiation of PPl treatment and periodically (see

&+
HIFANED, A48 A% 2 HF, E|conducted for the treatment of EE,|ADVERSE REACTIONS).
e ] Zmaintenance of healed EE, and symptomatic
=L ] % |GERD, which included 896 patients on|Genitourinary
T4 7ZZteld, A &Y, T|placebo, 455 patients on DEXILANT 30 mg,|7esticular interstitial cell adenoma occurred in 1 of 30 rats

=
=, AF4,

g3 2218 patients on DEXILANT 60 mg, and|treated with 50 mg/kg/day of lansoprazole (13 times the
AN A 2 Fo]io] o]a): okE o]AMWFI1363 patients on lansoprazole 30 mg once|recommended human dose based on body surface area) in a
<, Y5, TMEEE, L8, ol 77, ¢|daily. one-year

Z, A4 24, 24, 5%, 24 Most Commonly Reported Adverse Reactions|toxicity study (see TOXICOLOGY, Carcinogenicity).

HgE A3k GAaks @45 7)Y |The most common adverse reactions (=2%)|These changes are associated with endocrine alterations
woz dg: S that occurred at a higher incidence for|which have not been, to date, observed in humans.

7 Yo 7, AZFR}, v o159 |DEXILANT than placebo in the controlled

THGEERN, QFY, Fu5, vlol#] 2|studies are presented in Table 2. Special Populations

44, 94 14 Pregnant Women:

A, = 2 P8 FHE G, =4, There are no adequate or well-controlled studies in pregnant
#Ad 4z, JFFY, JAAYFESF, EF3HAdverse Reactions Resulting in|women with DEXILANT.

A+ Discontinuation Exposure in clinical trials was very limited. DEXILANT
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%Xé V]: ALP %7]—7 ALT %‘7]—y Table 2: Incidence of Adverse Reactions in Controlled Studies Should nOt be adminiStered to pregnant
el fyl 4a/57F 45 A Placeba | DEXLANT | pexaNT | oexan | Lmermoe || wwomen unless the expected benefits outweigh the potential
7 8% J2E™- F7F Y avesereion | Vat | MY | e | e e lirisks. See TOXICOLOGY, Reproduction and Teratology.

8% 28 7L 171%% A oV e T - o m 20
PA e, FH B AT Ffl_mm LT u L w T T Nursing Women:
T~ v = - - - It is not known whether dexlansoprazole is excreted in
JFgel: A&ds, 1 ZEds, Flatuence oo | 26 N Y 12 Jlhuman milk. However, lansoprazole (the
= In  controlled clinical st}idles, thg most| o cemate) and its metabolites are excreted in the milk of
o} AFdzHAZ: PHE, pgcommon gdverse reaction  leading  t0|,,(s A5 many drugs are excreted in
AE, 25T 45 5, 255 discontinuation from DEXILANT therapy was|p a0 milk, DEXILANT should not be given to nursing

< :
Aoy mzbwsl A x| 2] ¢ |[diarrhea (0.7%).

, , . mothers unless its use is considered essential.
s1el& o), 7hzrol A}, A Other Adverse Reactions Other adverse Pediatrics (< 18 years of age):

A% reactions that were reported in controlled Safety and effectiveness of DEXILANT in pediatric patients

A 9] o} 09 B §tud1es at an incidence of less 'than 2% are have not been established.
3} listed below by body system: Blood ‘deeriatrics (> 65 years of age):
Ak v gel], Huby Lymphatic  System  Disorders:  anemia,\i; (linical studies of DEXILANT, 11% of patients were aged
A% 97% Jugz ¢|lymphadenopathy Cardiac Disorders: angina,\gs voars and over. No overall
Ao arrhythmlla, .brady.cardla, C.hes.,t pai, edem.a, differences in safety or effectiveness were observed

FH, FAAN FQ, W4, 7|wx |myocardial mfarct}on, pa!pltatmn,' tachycar(ya between these patients and younger patients.

F, SEEY, 254, 435F, V% Ear_ and Lgbyrmth D.ISOI”C[@.I”S- car  palLINg dosage adjustment is necessary for elderly patients. See
= tinnitus, vertigo Zndocrine Disorders: goiter\\cTION  AND  CLINICAL  PHARMACOLOGY,  Special
e z7 A o= o Eye Disorders: eye irritation, eye swelling Populations and Conditions.

Jbel o= ubdl, wEwwW =gy |Gastrointestinal Disorders: abdominal
CARAWEAZ olHEZR 31 discomfort, abdominal tenderness, abnormal Hepatic Impairment:

feces, anal discomfort, Barrett's esophagus,

No dosage adjustment is necessary for patients with mild
Z QAN E A HaE 7o) bezoar, bowel sounds abnormal, breath odor,
| Aok

hepatic impairment (Child-Pugh Class

Z o] ¢ #Hol Qb ¥d COhtlS. _ MICroscopic, colonic DOW’D’ A). A maximum daily dose of 30 mg should be considered
| A== A oS3 Zr): o} const1paF1on, dry. moutl'{,. duoden%tls, for patients with moderate hepatic
2, 34, BAXEX H=XF 889 dyspepS{a', dysphag@, enteritis,  eructation, s noirment  (Child-Pugh Class B). No studies have been
iRk 34 99d, g7, 9= esophagms,. ~ gastric po%yp, gastriis,| . snducted in patients with severe
ol H|ZE, wgd BI g gastroenteritis,  gastrointestinal  disorders, hepatic impairment. See  ACTION AND  CLINICAL

gastrointestinal hypermotility disorders,
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=
R, 3AEF, 3RS, F4T S|GERD, GI ulcers and perforation,|PHARMACOLOGY, Special Populations and Conditions.
7F, BHHITEN A5 E(MCHC) 74, |hematemesis, hematochezia, hemorrhoids,

FAT Az, FEHEA, A B¢t Z|impaired gastric emptying, irritable bowel|Renal Impairment
S (Restless legs Syndrome), £ |syndrome, mucus stools, oral mucosallNo dosage adjustment is necessary for patients with renal
A=Y blistering, painful defecation, proctitis,|impairment. See ACTION AND

paresthesia oral, rectal hemorrhage, retching|CLINICAL PHARMACOLOGY, Special Populations and
AN\ General Disorders and Administration Site|Conditions.

2 @ |Conditions: adverse drug reaction, asthenia,
Ayl HREA o]AukS S FHichest  pain, chills, feeling  abnormal,|]ADVERSE REACTIONS

-9,
12
9
2
rlr
e
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o
3‘.24
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i
-0,

a3k} inflammation, mucosal inflammation, nodule,|Clinical Trial Adverse Drug Reactions
pain, pyrexia Hepatobiliary Disorders. biliary|Because clinical trials are conducted under very specific
2) Al 3 HauE o] AukS colic, cholelithiasis, hepatomegaly I/mmune|conditions the adverse reaction rates observed in the clinical
tEe o] ¢k AT T FALE Fé| Had|System Disorders: hypersensitivity I[nfections|trials may not reflect the rates observed in practice and
o]ut-g-olt}, o] o] JutSS EEA U4r|and Infestations: candida infections, influenza,|should not be compared to the rates in the clinical trials of
o] el oA AgAH o7 HE Zol|nasopharyngitis, oral herpes, pharyngitis,|another drug. Adverse drug reaction information from clinical
7] W&o, A HHES A YA d|sinusitis, viral infection,  vulvo-vaginal|trials is useful for identifying drug-related adverse events
ZstAY R Fojotol Q#AAES F¥linfection [Injury, Poisoning and Proceduralland for approximating rates.
st A= Frt Complications. falls, fractures, joint sprains,|The safety of DEXILANT was evaluated in 4548 patients in
gl 94 HxA A3 ArtHgE8ENE |overdose, procedural pain, sunburn|controlled and uncontrolled clinical studies (30 mg, 60 mg,
EWA Y A TR EE Laboratory Investigations: ALP increased,|and 90 mg), including 863 patients treated for at least 6
At v2 A3 A ALT increased, AST increased, bilirubinjmonths and 282 patients treated for one year. Patients
LAk Alof & decreased/increased, blood creatinine|ranged in age from 18 to 90 years (median age 48 years),
AFBA A3 73 B A4 increased, blood gastrin increased, blood|with 54% female, 85% Caucasian, 8% Black, 4% Asian and
AA A3 2 Folio] o)Ak okl B |glucose increased, blood potassium increased,|3% other races. Six randomized controlled clinical trials
s AE oE-EAd 4 liver function test abnormal, platelet count|were conducted for the treatment of erosive esophagitis,
HAA A opypdEA] (S H A X =|decreased, total protein increased, weight|maintenance of
Q3h, "ey i AE|EA-FESE 2352 lincrease Metabolism and Nutrition Disordershealed erosive esophagitis, and symptomatic GERD, which
SR IYAE (L= X H) appetite changes, hypercalcemia, hypokalemialincluded 896 patients on placebo, 2621 patients on
A = gk Aol Awl 58| Musculoskeletal and  Connective  Tissue|DEXILANT 30 mg or 60 mg and 1363 patients on
=, AYEEES Disorders: arthralgia, arthritis, muscle|lansoprazole 30 mg. The following adverse events were

S=A47A A3z =4 cramps, musculoskeletal pain, myalgia|reported to have a possible or definite treatment-relationship
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- AAA A HdAA L, A LA |Nervous System  Disorders: altered taste,|to DEXILANT in 1% or more of the treated patients in

- A E w7 A A3 g4 AR convulsion, dizziness, headaches, migraine,|placebo and positive—controlled clinical trials (Tables 1 and

- 3%, 5, 2443k 9% FF & Zo]memory impairment, paresthesia, psychomotor|2, respectively). Numbers in parentheses indicate the
= S H(throat tightness) hyperactivity, tremor, trigeminal neuralgia|percentage of the adverse events reported.

- J]"lj‘g} 'L]O]'é;ﬂl %ﬂl’;tl‘ ﬁ/‘\l Hal'zi, T’]’?lg PS)/C/YIQZ‘I’[C Disorders: abnormal dreams, Table 1: Incidence of Possibly or Definitely Treatment-Related Adverse Events in
o4 anxiety, depression, insomnia, libido changes Placebo Controlled Studies R

Renal and  Urinary  Disorders: dysuria, Placebo 30 mg and 60 mg

3. Ynkz Fo micturition urgency Reproductive System and||Body System (N=896) (N=1399)

1) ¢k o] <oFo] Foj7} 9ol whE S| Breast Disorders: dysmenorrhea, dyspareunia, Gﬁiﬁzizsz:;tdisorders L) 2 %)
S oyslx] gt menorrhagia, menstrual disorder Respiratory,|| Diarhea 17 (1.9) 52 (3.7)

2) =4 92 wxy #FAFNAN ZEE|Thoracic  and  Mediastinal — Disorders.| | —Abdominal Pain 1416 e
A3 o AA|(Proton Pump Inhibitor) =l |aspiration,  asthma,  bronchitis,  cough, giﬁf:lm 156((01.'6? ;;8;;
g7 2d4d, &5 9 3o FuFS Fdyspnoea, hiccups, hyperventilation,| | Constipation 9(1.0) 15 (1.1)
d =429 A F71e #Ho] AL Zhrespiratory tract congestion, sore throat Skin N‘;‘I”Z;;':C;?“’m disorders T | T
—Lo;/g O] 9\)\‘:]'_1—1 _}}L‘—EH%‘D}‘ %Zé‘g] ‘?4_6&% and S.U{)CLIfZHE'OUS Tissue .Z).ISOI”G’@I’Sf acn_e, Table 2: Incidence of Possibly or Definitely Treatment-Related Adverse Events in
AAEHS A3 sle 18FHS FoJ3 3k dermatitis, erythema, pruritis, rash, skin Active Controlled Clinical Trials
2ot 1 o) ake] AVIAME $Aboll A Z=7}lesion, urticaria  Vascular Disorders: deep DEXILANT Lansoprazole
A} 3Ax= A5 AdEHo] HEEE FHA|vein thrombosis, hot flush, hypertension Bodly Spsins (££2‘§§1) (1321';;’;3)
o7 7t Tt TRE FHI A7) |Additional adverse reactions that were|| Adverse Event (%) 1 (%)
= o] wojol vt TS AHFH|reported in a long-term uncontrolled study Gi“)si::;‘;;e“i“aldis""dm YR TYen)
=49 9Fe] dE FAELS FE As|and were considered related to DEXILANT| [ Apdominal pain 21(L5) 19(1.4)
AF[EH-&3F3 2. o] ANk & FHarlellby  the  treating  physician  included:|| Nausea . 14 (1.0) 18 (1.3)
wal x| 82 dojof 3hu} anaphylaxis, auditory hallucination, B-cell Nge‘:d';sc;?temd'sorde” TATEY | TS

3) PPI(Proton Pump Inhibitor)*]&%E 37l|lymphoma, bursitis, central obesity,
g ol w2 AN SES HelA cholgcystitis acutg, deh.ydra'tion, d%abe.t.es In placebo-controlled studies, gastrointestinal adverse
U Holx &t AHulauvfsdEFo] =& A |mellitus, dysphonia, epistaxis, folliculitis, reactions other than constipation occurred at a higher
Hasan glem 1deld Awg e &igout, herpes zoster, hyperlipidemia, incidence for DEXILANT than placebo. In active—controlled
sl Al 71 %ol yelY. welA 4l lhypothyroidism, increased neutrophils, MCHC studies, diarrhea
it&o ?]@11:&%(7011,} g, HELX_‘L):] A% |decrease,  neutropenia, rectal tenesmus, occurred at a higher incidence for DEXILANT than
2 9 PEE @A A vtauld - restless legs syndrome, somnolence, ||\« ol The incidence of other
% PPL Sbe] a7t o] of% t=aljtonsillitis. common adverse reactions for DEXILANT were similar to or
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= nayEdES st oFE(d),|Other adverse reactions not observed with|lower than placebo or lansoprazole.
oA stA EH8&3AY, A7)zt X = |DEXILANT, but occurring with the racemate
£ a7 3= dAEo 58T 74§ H|lansoprazole can be found in the lansoprazole|Less Common Clinical Trial Adverse Drug Reactions (X1%)
g ANZA BUHHI A7)A BYE ¥ ol |prescribing information, ADVERSE|Other adverse reactions that were reported for DEXILANT
2 g s}, REACTIONS section. (30 mg, 60 mg or 90 mg) in controlled studies at an
incidence of less than 1% are listed below by body system:
6.2 Postmarketing Experience Blood  and  Lymphatic System Disorders: anemia,

The following adverse reactions have been|lymphadenopathy

identified during post—approval of DEXILANT.|Cardiac Disorders: acute myocardial infarction, angina,
As these reactions are reported voluntarily|arrhythmia, bradycardia, edema, palpitations, tachycardia
from a population of uncertain size, it is not|Ear and Labyrinth Disorders. ear pain, tinnitus, vertigo
always possible to reliably estimate their|Endocrine Disorders: goiter

frequency or establish a causal relationship|Eye Disorders: eye irritation, eye swelling

to drug exposure. Gastrointestinal Disorders. abdominal discomfort, abdominal
Blood and Lymphatic System Disorders:|tenderness, abnormal feces, anal discomfort, Barrett''s
autoimmune hemolytic anemia, idiopathic|esophagus, bezoar, bowel sounds abnormal, breath odor,
thrombocytopenic purpura Far and Labyrinth|colitis microscopic, colonic polyp, dry mouth, duodenitis,
Disorders: deafness FEye Disorders: blurred|dyspepsia, dysphagia, enteritis, eructation,

vision Gastrointestinal Disorders: oral edema,|esophagitis, gastric polyp, gastritis, gastroenteritis,
pancreatitis General Disorders and|gastrointestinal  disorders, gastrointestinal  hypermotility
Administration Site Conditions: facial edemaldisorders, GERD, GI ulcers and perforation, hematemesis,
Hepatobiliary Disorders: drug-induced|hematochezia, hemorrhoids, impaired gastric emptying,
hepatitis Immune System Disorders-|irritable bowel syndrome, mucus stools, oral mucosal
anaphylactic shock (requiring emergency|blistering, painful defecation, paresthesia oral, proctitis,
intervention), exfoliative dermatitis, |rectal hemorrhage, vomiting

Stevens—Johnson syndrome, toxic epidermal|General Disorders and Administration Site Conditions:
necrolysis (some fatal) AMetabolism and|adverse drug reaction, asthenia, chest pain, chills, feeling

Nutrition Disorders: hypomagnesemia,|abnormal, inflammation, mucosal inflammation, nodule, pain,
hyponatremia Musculoskeletal System|pyrexia
Disorders: bone fracture Nervous System|Hepatobiliary Disorders: biliary colic, cholelithiasis,

Disorders: cerebrovascular accident, transient|hepatomegaly
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ischemic attack Renal and Urinary DisordersImmune System Disorders: hypersensitivity
4, A5 Ag acute renal failure Respiratory, Thoracic and|Infections and Infestations: candida infections, influenza,
1) pH-9&A T G5sS Hol= o5 |Mediastinal Disorders: pharyngeal edema,|nasopharyngitis, oral herpes, pharyngitis, sinusitis, upper
o] okl AR HE AA R, T4/} 9|throat tightness Skin and Subcutaneous|respiratory tract infection, viral infection, vulvo-vaginal
Aol o= A el HIV ZRHolA] A A o} Tissue Disorders: generalized rash,|infection Injury, Poisoning and Procedural Complications:
ExlU| 29 % TEE 493 74 A]Z |leucocytoclastic vasculitis overdose, procedural pain, sunburn
= Qar, o] Qg olelxyn|=29] X & 3F |7 DRUG INTERACTIONS Laboratory Investigations: ALP increased, ALT increased,
7} LA Eo] HIV UAdo] BAs 4= lt}.|7.1 Drugs with pH-Dependent Absorption|AST  increased,  bilirubin  decreased/increased,  blood
wekA], olelxUn|29le] W85 E 3 Pharmacokinetics creatinine increased, blood gastrin increased, blood glucose
t}. DEXILANT causes inhibition of gastric acid|increased, blood potassium increased, liver function test
o] oko Qo] pH7F XA o] & & F 83 secretion. DEXILANT is likely to substantially|abnormal, platelet count decreased, total protein increased,
olztel =L E4E A 4 Utl|decrease the systemic concentrations of the|weight increased
(o, ampicillin esters, dlgoxm, iron|HIV protease inhibitor atazanavir, which is|Metabolism and Nutrition Disorders: appetite changes,
salts, ketoconazole). dependent upon the presence of gastric acid|hypercalcemia, hypokalemia
2) 9vtd for absorption, and may result in a loss of|Musculoskeletal and Connective Tissue Disorders: arthralgia,

o] oF 90mg¥} <}3td 25mge FAl ¥
P& o, st oFF3 = INRO
G u XA kgt g, TRE B
AAAER AE SA Tk 3
A AlA INRY ZREFER A|Zko] 7}
ks vk vk INRI TR EEWIA
el Z71= v|AAAHe =y ®al oy}
APBTHA = oF71d 4 flem®, o] ofi}
St & SAel Foiwts Shak INRY
ZREFWAZE F7kel digh RYER o]
488 F Arh
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therapeutic effect of atazanavir and the
development of HIV resistance. Therefore,
DEXILANT should not be co-administered

with atazanavir.

DEXILANT may interfere with the absorption
of other drugs where gastric pH is an
important determinant of oral bioavailability
(e.g., ampicillin esters, digoxin, iron salts,
ketoconazole).

7.2 Warfarin

Co—administration of DEXILANT 90 mg and
warfarin 25 mg did not affect the

pharmacokinetics of warfarin or INR /see

Clinical ~ Pharmacology  (12.3)]. However,
there have been reports of increased INR
and prothrombin time in patients receiving

arthritis, muscle cramps, musculoskeletal pain, myalgia
Nervous System Disorders: altered taste, convulsion,
dizziness, @ memory Impairment, migraine, paresthesia,

psychomotor hyperactivity, tremor, trigeminal neuralgia
Psychiatric Disorders: abnormal dreams, anxiety, depression,
insomnia, libido changes

Renal and Urinary Disorders: dysuria, micturition urgency
Reproductive System and Breast Disorders: dysmenorrhea,
dyspareunia, menorrhagia, menstrual disorder

Respiratory, Thoracic and Mediastinal Disorders. aspiration,
asthma, bronchitis, cough, dyspnoea, hiccups,
hyperventilation, respiratory tract congestion, sore throat
Skin and Subcutaneous Tissue Disorders: acne, dermatitis,
erythema, pruritus, rash, skin lesion, urticaria
Vascular Disorders: deep vein thrombosis,
hypertension

hot flush,
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PPIs and warfarin concomitantly. Increases in
INR and prothrombin time may lead to
abnormal bleeding and even death. Patients
treated with DEXILANT and  warfarin
concomitantly may need to be monitored for
increases in INR and prothrombin time.

7.3 Tacrolimus

Concomitant administration of dexlansoprazole
and tacrolimus may increase whole blood
levels of tacrolimus, especially in transplant
patients who are intermediate or poor
metabolizers of CYP2C19.

7.4 Clopidogrel

Concomitant administration of dexlansoprazole
and clopidogrel in healthy subjects had no
clinically important effect on exposure to the
active metabolite of clopidogrel or
clopidogrel-induced platelet inhibition [see
Clinical Pharmacology (12.3)]. No dose
adjustment of clopidogrel is necessary when

administered with an approved dose of
DEXILANT.

7.5 Methotrexate

Case reports, published population
pharmacokinetic studies, and retrospective
analyses suggest that concomitant
administration of PPIs and methotrexate
(primarily at high dose; see methotrexate
prescribing information) may elevate and

prolong serum levels of methotrexate and/or
its metabolite hydroxymethotrexate. However,

Additional adverse reactions that were reported for
DEXILANT (60 mg or 90 mg) in a long-term uncontrolled

study included: anaphylaxis, auditory hallucination, B-cell
lymphoma, bursitis, central obesity, cholecystitis acute,
decreased hemoglobin, dehydration, diabetes mellitus,
dysphonia, epistaxis, folliculitis, gout, herpes zoster,
hyperglycemia, hyperlipidemia, hypothyroidism, increased
neutrophils, MCHC decreased, neutropenia, oral soft tissue
disorder, rectal tenesmus, restless legs syndrome,
somnolence, thrombocythemia, tonsillitis.

Post-Market Adverse Drug Reactions

Adverse reactions have been identified during
post—marketing surveillance of DEXILANT. As these

reactions are reported voluntarily from a population of
uncertain size, it is not always

possible to reliably estimate their frequency or establish a
causal relationship to drug exposure.

Blood and Lymphatic System Disorders: autoimmune
hemolytic anemia, idiopathic thrombocytopenic purpura

Ear and Labyrinth Disorders: deafness

Eye Disorders: blurred vision

Gastrointestinal Disorders: oral edema, pancreatitis

General Disorders and Administration Site Conditions: facial
edema

Hepatobiliary Disorders: drug—-induced hepatitis

Immune System Disorders: anaphylactic shock (requiring
emergency intervention), exfoliative

dermatitis, Stevens—Johnson syndrome, toxic epidermal
necrolysis (some fatal)
Metabolism and Nutritional Disorders: hypomagnesemia,
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ol F Wl o o3l Fo no formal drug interaction studies of|lhyponatremia
A8 a3 high-dose methotrexate with PPIs have been|Nervous System Disorders: cerebrovascular accident,
Pregnancy category B. UHE Ao = |conducted [see Warnings and Precautions|transient ischaemic attack
grgthrHES Foigt AHe gz d|G.4)] Renal and Urinary Disorders: acute renal failure
A gl B2 gadisTaEs Respiratory, Thoracic and Mediastinal Disorders: pharyngeal
Fodle] A FEAAESAA oA |8 USE IN SPECIFIC POPULATIONS edema, throat tightness
w ek XAl o] dukgE #EEHXA ¢k9k(8.1 Pregnancy Skin and Subcutaneous Tissue Disorders: generalized rash,
. TES gdez 3 A2 5AA ol Teratogenic Effects Pregnancy Category B.|leucocytoclastic vasculitis
Atgo o] Hb-gS At o FFFA] %o 2 |There are no adequate and well-controlled
2 o] ok oAl A Wt=A] HQdltta Fstudies with dexlansoprazole in  pregnantDRUG INTERACTIONS
GE = A f-ollvt Fojsle]of o), women. There were no adverse fetal effects|Drug-Drug Interactions
E7NE Ao g 3 AAEAAAFHNA € xlin animal reproduction studies of|Drugs with pH-Dependent Absorption Pharmacokinetics
dAZIHES A JAE(1Y 60mg)ol|dexlansoprazole in rabbits. Because animalDEXILANT causes inhibition of gastric acid secretion.
oF 9uj7tA] T3t o YA iXEE|reproduction studies  are  not  always|DEXILANT is likely to substantially decrease the systemic
2 Q13 AT A == BAEAe ZF|predictive of human response, DEXILANT|concentrations of the HIV protease inhibitor atazanavir,
A7 BEHA &gk Althr 94l BE|should be used during pregnancy only if|which is dependent upon the presence of gastric acid for

oAl HArTFES ANEH 408744,
AX Bl 168i7kA] AR Fo s
AR EGAN G M= FazeEo o8 A
25 A e Bz 549 oud FA
= BEEA g
gagihgEo] Al Bf Foz o)y
HeAe 284 dA Zu. a8y, #a
TeE Fo § dazeEy) o giabA vt
FToz olgdrta HiFHJTH
QA BHE olgyHa HYE
Aol FarZetFo] wol JHs
o] &9 Ff B
nyste] FHE U

= ==

L

2,
%% 1o In
W o
O, ofy

—~

.19 rlo (M
o,
o

B =
19 -~
oX ¥
o |
o
e

o
T

2 2 ox i g2 S
i o,

N
Y, ek

28
o

o
(<0
-

clearly needed.

A reproduction study conducted in rabbits at
oral dexlansoprazole doses up to
approximately 9 times the maximum
recommended human dexlansoprazole dose
(60 mg per day) revealed no evidence of
impaired fertility or harm to the fetus due to
dexlansoprazole. In addition, reproduction
studies performed in pregnant rats with oral
lansoprazole at doses up to 40 times the
recommended human lansoprazole dose and
in pregnant rabbits at oral lansoprazole doses
up to 16 times the recommended human
lansoprazole dose revealed no evidence of
impaired fertility or harm to the fetus due to

absorption, and may result in a loss of therapeutic effect of
atazanavir and the development of HIV resistance.
Therefore, DEXILANT should not be co-administered with
atazanavir.

It is theoretically possible that DEXILANT may interfere with
the absorption of other drugs where gastric pH is an
important determinant of oral bioavailability (e.g., Ampicillin
esters, digoxin, iron salts, ketoconazole).

Cytochrome P 450 Interactions

DEXILANT is metabolized, in part, by CYP2C19 and CYP3A4
(see ACTION AND CLINICAL PHARMACOLOGY, Metabolism).
In vwvitro studies have shown that dexlansoprazole is not
likely to inhibit CYP isoforms 1A1l, 1A2, 2A6, 2B6, 2C8,
2C9, , 2D6, 2E1 or 3A4. As such, no clinically relevant
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lansoprazole [see Nonclinical Toxicologylinteractions with drugs metabolized by these CYP enzymes
6. Aolel gk Fo (13.2)]. would be expected. Furthermore, in vivo studies showed that
Zok(18A4] Tuh) #xlol] thdk o] <Feo] <171|8.3 Nursing Mothers DEXILANT did not have an impact on the pharmacokinetics
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It is not known whether dexlansoprazole is
excreted in human milk. However,
lansoprazole and its metabolites are present
in rat milk following the administration of
lansoprazole. As many drugs are excreted in
human milk, and because of the potential for

tumorigenicity shown for lansoprazole in rat
carcinogenicity  studies [see  Nonclinicall
Toxicology (13.1)], a decision should be

made whether to discontinue nursing or to
discontinue the drug, taking into account the
importance of the drug to the mother.

8.4 Pediatric Use

Safety and effectiveness of DEXILANT in
pediatric patients (less than 18 years of age)
have not been established.

8.5 Geriatric Use

In clinical studies of DEXILANT, 11% of
patients were aged 65 years and over. No
overall differences in safety or effectiveness
were observed between these patients and
younger patients, and other reported clinical
experience has not identified significant
differences in responses between geriatric
and younger patients, but greater sensitivity
of some older individuals cannot be ruled out
[see Clinical Pharmacology (12.5)].

8.6 Renal Impairment

of, coadministered phenytoin (CYP2C9 substrate) or
theophylline (CYP1A2 substrate).l The subjects” CYP1A2
genotypes inthe drug—drug interaction study with theophylline
were not determined. Although in vitro studies indicated that
DEXILANT has the potential to inhibit CYP2C19 iz vivo, an
n vivo drug—drug
interaction  study CYP2C19 extensive and

in  mainly

intermediate metabolizers has shown that DEXILANT does
not affect the pharmacokinetics of diazepam (CYP2C19
substrate).
Warfarin

In a study of 20 healthy subjects, co-administration of
DEXILANT 90 mg once daily for 11 days with a single 25
mg oral dose of warfarin on day 6 did not result in any
significant differences in the pharmacokinetics of warfarin or
INR compared to administration of warfarin with placebo.

However, there have been reports of increased INR and
prothrombin time in patients receiving PPIs and warfarin
concomitantly. Patients treated with PPIs and warfarin

concomitantly may need to be monitored for increases in
INR and prothrombin time.

Concomitant Use of Antacids with DEXILANT

No formal drug-drug interaction studies were conducted with
DEXILANT and antacids. Drug-drug interactions studies were
performed with the racemate lansoprazole and antacids.
Simultaneous administration of lansoprazole with aluminum
and magnesium hydroxide or magaldrate results in lower
peak plasma levels, but does not significantly reduce
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No dosage adjustment of DEXILANT is
necessary in patients with renal impairment.
The pharmacokinetics of dexlansoprazole in
patients with renal impairment are not
+|expected to be altered since dexlansoprazole
./ils extensively metabolized in the liver to
inactive metabolites, and no parent drug is

il|recovered in the urine following an oral dose
of dexlansoprazole [see Clinicall

Pharmacology (12.3)].

8.7 Hepatic Impairment

No dosage adjustment for DEXILANT is
necessary for patients with mild hepatic
impairment (Child-Pugh Class A). DEXILANT
30 mg should be considered for patients with
moderate hepatic impairment (Child-Pugh
Class B). No studies have been conducted in
patients with severe hepatic impairment

(Child-Pugh Class C) [see Clinical

Pharmacology (12.3)].

10 OVERDOSAGE

There have been no reports of significant
overdose of DEXILANT. Multiple doses of
DEXILANT 120 mg and a single dose of
DEXILANT 300 mg did not result in death or
other severe adverse events. However,
serious adverse events of hypertension have
been reported in association with twice daily
doses of DEXILANT 60 mg. Non-serious
adverse reactions observed with twice daily

bioavailability.

Antacids may be used concomitantly if required. In clinical
trials, antacids were administeredconcomitantly with
lansoprazole delayed-release capsules. In a single—-dose
crossover study when 30 mg of lansoprazole was
administered concomitantly with one gram of sucralfate in
healthy volunteers, absorption of lansoprazole was delayed
and its bioavailability was reduced. The value of
lansoprazole AUC was reduced by 17% and that for Cmax
was reduced by 21%. In a similar study when 30 mg of
lansoprazole was administered concomitantly with 2 grams of
sucralfate, lansoprazole AUC and Cmax were reduced by
32% and 55%, respectively. When lansoprazole dosing
occurred 30 minutes prior to sucralfate administration, Cmax
was reduced by only 28% and there was no statistically
significant difference in lansoprazole AUC. Therefore,
lansoprazole should be administered at least 30 minutes
prior to sucralfate. It would be expected that similar results
would be seen with DEXILANT.

Theophylline

Although a study of the use of concomitant theophylline and
dexlansoprazole did not reveal any changes in the
pharmacokinetics or pharmacodynamics of theophylline,
individual patients should monitor their theophylline level
while taking the two drugs concomitantly.

Tacrolimus

Concomitant administration of dexlansoprazole and tacrolimus
may increase whole blood levels

of tacrolimus, especially in transplant patients who are
intermediate or poor metabolizers of CYP2C19.

Clopidogrel
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doses of DEXILANT 60 mg include hot|{Concomitant administration of dexlansoprazole and
flashes, contusion, oropharyngeal pain, and|clopidogrel in healthy subjects had no clinically important
weight loss. Dexlansoprazole is not expected|effect on exposure to the active metabolite of clopidogrel or
to be removed from the circulation by|clopidogrelinduced platelet inhibition (see  DETAILED
hemodialysis. If an overdose occurs,PHARMACOLOGY). No dose adjustment of clopidogrel is
treatment should be  symptomatic and|necessary when administered with an approved dose of
supportive. DEXILANT.
Drug-Food Interactions
DEXILANT can be taken without regard to food or timing of
food (see ACTION AND
CLINICAL PHARMACOLOGY).
Drug-Herb Interactions
Interactions with herbal products have not been established.
Drug-Laboratory Tests
Interactions with laboratory tests have not been established.
OVERDOSAGE
There have been no reports of significant overdose of
DEXILANT. Dexlansoprazole is not
expected to be removed from the circulation by
hemodialysis.
= P = S
A% 2871, 1530 CH 3, 24789 Store at 25°C (77°F); excursions permitted to
2 ARk A2 T AHE7IY AR 15-30°C (59-86°F) [see USP Controlled
7F Room Temperature].

Alu-Alu blister, HDPE)
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