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NDA 20-406/S-024

TAP Holdings, Inc.

Attention: Gary C. Magistrelli, Ph.D.
2355 Waukegan Road

Deerfield, IL. 60015

Dear Dr. Magistrellil:

Please refer to your supplemental new drug application dated January 9, 1998, received January
12, 1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Prevacid (lansoprazole) Delayed-Release Capsules.

The user fee goal date for this application is July 12, 1998.

This supplemental new drug application provides for the following changes to the ADVERSE
REACTIONS section of the package insert: Addition of “anaphylactoid-like reaction” under the
subheading, Body as a Whole, and the substitution of “blurred vision” for “amblyopia” in the
subheading, Special Senses.

We have completed the review of this supplemental application, as amended, and have concluded
that adequate information has been presented to demonstrate that the drug product is safe and
effective for use as recommended in the agreed upon labeling text. Accordingly, the supplemental
application is approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the submitted draft labeling (package insert
dated January 7, 1998). Marketing the product with FPL that is not identical to the approved
labeling text may render the product misbranded and an unapproved new drug. In addition, all
previous revisions as reflected in the most currently approved package insert must be included.

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar material.
For administrative purposes, this submission should be designated "FPL for approved supplement
NDA 20-406/S-024.” Approval of this submission by FDA is not required before the labeling is
used.

If additional information relating to the safety or effectiveness of this drug becomes available
before we receive the final printed labeling, revision of that labeling may be required.

If a letter communicating important information about this drug product (i.e., a “Dear Healthcare
Practitioner” letter) is issued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address:
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MEDWATCH, HF-2

FDA
5600 Fishers Lane

Rockville, MD 20857

We remihd you that you must comply with the requirements for an approved NDA set forth under

21 CFR 314.80 and 314.81.

If you have any questions, contact Maria R. Walsh, M.S., Project Manager, at (301) 443-0487.

cc:

Archival NDA 20-406
HFD-180/Div. Files
HFD-180/M.Walsh
HFD-180/J.Senior
HFD-180/H.Gallo-Torres
HFD-180/L.Talarcio
HF-2/MedWatch (with labeling)
HFD-002/ORM (with labeling)
HFD-103/ADRA (with labeling)
HFD-40/DDMAC (with labeling)
HFD-613/0GD (with labeling)
HFD-95/DDMS (with labeling)
HFD-820/DNDC Division Director
DISTRICT OFFICE

final: M.Walsh 6/23/98
filename: 20406S24-AP806.doc

Sincerely,

Lilia Talarico, M.D.

Director

Division of Gastrointestinal and Coagulation Drug
Products

Office of Drug Evaluation III

Center for Drug Evaluation and Research
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AC]D as all pauems had d p . toP the hi ami imerfere with its effect. o S
antagonist mode of treatment. It does indicate, however, thal L P causes a and long, 5 of gastric acid there-
may be useful in patients failing on a histamine Ha-receptor antagonist. fore, it is theoretically possrble that Iansoprazolc may rnlerfere with the absorption of drugs
where gaslnc pH is an important of ility (eg, ampicillin
Nlux Esophagitis Healing Rates in Patients Poorly Responsive to esters, iron salts, digoxin).
Hi Ho-Receptor A Therapy Carcii is, M fmpairment of Fertility
PREVACID Ranitidine In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated orally with doses
30mg gd. 150 mg b.id. of 5 10 150 mg/kg/day, about 1 to 40 times the exposure on a body surface (mg/m?) basis, of
(N=100) (N=51) a 50-kg person of average herght (1.46 m2 body surfacc area) given the recommended human
74.7%" 42.6% dose of 30 mg/day (22.2 mg/m?). L d dose-related gastric
83.7%" - 32.0%

sus ranitidine,

1 Maintenance Treatment of Erosive Esophagitis
adent, double-blind, mul lled trials were
dly confirmed healed ) d

d in palients wilh
Paticnts ined in

he number of recurrences of erosive esophagitis was significantly less in pauenls
PREVACID than in patients treated with placebo over a 12-month period.

Endoscopic Remission Rates
Percent in Endoscopic Remission

3 No. of Pis. 0-3 mo. 0-6mo.  0-12mo.
VACID 15 mg q.d. 59 83%* 81%* 79%*
WVACID 30 mg q.d. 56 93%* 93%* 90%*
ebo 55 1% 27% 24%
VACID 15 mg q.d. 50 74%"* 2% 67%"*
VACID 30 mg q.d. 49 5% 72%"* 55%*
ebo 47 16% 13% 13%
stimate

sus placebo.

»f initial grade of erosive esophagitis, PREVACID 15 mg and 30 mg were simi-
ning remission.

il Hypersecretory Condmons lncludmg Zollmger -Ellison Syndrome

ies of 57 patients with pathol ditions, such as Zollinger-
) syndrome with or without multiple endocrine adenomas PREVACID signifi-
ited gastric acid ion and of diarrhea,
1pain. Doses ranging from 15 mg every other day to 180 mg per day maintained
ecretion below 10 mEq/hr in patients without prior gastric surgery and below
patients with prior gastric surgery.

ses were titrated to the individual patient need, and adjustments were necessary
1 some patients. (See DOSAGE AND ADMINISTRATION.) PREVACID was
d at these high dose levels for prolonged periods (greater than four years in some
most ZE patients, serum gastrin levels were not modified by PREVACID. How-
= patients, serum gastrin increased to levels greater than those present prior to ini-
1soprazole therapy.

ONS AND USAGE

Treatment of Active Duodenal Ulcer

Delayed-Release Capsules are indicated for short-term treatment (up to 4 weeks)
nd symptom relief of active duodenal ulcer.

radication to Reduce the Risk of Duodenal Ulcer Recurrence

py (PREVACT zlamoxmllhn[clamhrgmycmL

maffin-like (ECL) cell hyperplasia and ECL celi caroinoids in both male and female rats. It
of i

H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

Triple Therapy: PREVACID/amoxicillin/clarithromycin

The recommended adult oral dose is 30 mg PREVACID, 1 gram amoxicillin, and 500 mg
clarithromycin, all given twice daily (q 12h) for 10 or 14 days. (Sec INDICATIONS AND
USAGE)

Duat Therapy: PREVACID/amoxicillin
The recommended adult oral dose is 30 mg PREVACID and 1 gram amoxicillin, each given
three times daily (q 8h) for 14 days. (See INDICATIONS AND USAGE.)

Please refer to amoxicillin and clari full for CON-
TRAINDICATIONS and WARNINGS, and for information regarding dosing in elderly and

renally-impaired patients. )

also i d the i of the gastric epithelium in both sexes.
In male rats, produced a d lated i increase of ial cell ade- of Healed Duod
nomas. The incid of these ad in rats iving doses of 15 to 150 mg/kg/day (4 to

40 times the recommended human dose based on body surface area) exceeded the low back-
ground incidence (range = 1.4 to 10%) for this strain of rat. Testicular interstitial cell adenoma
also occurred in 1 of 30 rats treated with 50 mg/kg/day (13 times the recommended human
dose based on body surface area) in a I-year toxicity study.

In 2 24-month carcinogenicity study, CD-1 mice were treated orally with doses of
15 to 600 mg/kg/day, 2 lo 80 umes lhe recummended human dose based on body surface area.

vle prod 1 id of gastric ECL cell hyperplasia. It

also produced an mcreascd mcrdence of liver tumors (hepatocellutar adenoma plus carci-
noma). The tumor incidences in male mice treated with 300 and 600 mg/kg/day (40 10
80 times the recommended human dose based on body surface.area) and female mice treated
with 150 to £00 mg/lg/day (20 te 80 times the recommended human dose based on body sur-
face area) exceeded (he ranges of background incidences in historical controls for this strain
of mice. L ds of rete testis in male mice receiving
75 to 600 mg/kg/day (10 to 80 times the recommended human dose based on body surface
area).

Lansoprazole was not genotox:c in the Ames test, the ex vivo rat h h

1 Ulcers
The recommended adult oral dose is 15 mg once daily. (See CLINICAL STUDIES.)

Short-Term Treatment of Gastric Ulcer
The recommended adult oral dose is 30 mg once daily for up to eight weeks. (See CLINICAL.
STUDIES.)

Gastroesophageal Reflux Disease (GERD)
Short-Term Treatment of Symptomatic GERD
The recommended adult oral dose is 15 mg once daily for up to 8 weeks.

Short-Term Treatment of Erosive Esophagitis

The recommended adult oral dose is 30 mg once daily for up to 8 weeks. For patients who do
not heal with PREVACID for 8 weeks (5-10%), it may be helpful to give an additional
8 weeks of treatment. (See INDICATIONS AND USAGE)

DNA synthesis (UDS) test, the in vivo mouse micronucleus test or lhe rat bon: marrow cell

chromosomal aberration test. It was positive in in vitro human }
aberration assays.

Lansoprazole at oral doses up to 150 mg/kg/day (40 times the recommended human dose
based on body surface area) was found to have no effect on fertility and reproductive perfor-
mance of male and female rats.

Pregnancy: Teratogenic Effects. Pregnaricy Category B
Lansoprazole
Teratology studies have been performed in pregnant rats at oral doses up to
150 mg/kg/day (40 times the recommended human dose based on body surface area) and
pregnant rabbits at oral doses up to 30 mg/kg/day (16 times the ded human dose
based on body surface area) and have revealed no evidence of impaired fertility or harm to
the fetus due to lansoprazole.

‘There are, however, no adequate or well-controlied studies in pregnant women. Because
animal reproduction studies are not always predictive of human response, this drug should be
used during pregnancy only if clearly needed.

Clarithromycin

Pregnancy Category C

See WARNINGS (above) and full prescribing information for clarithromycin before using in
pregnant women.

Nursing Mothers
Lansoprazole or its metabolites are excreted in the milk of rats. It is not known whether lan-

Delayed-Release Capsules, in with icillin plus

apy, are indicated for the treatment of patients with 4. pylan infection and duo-
disease (active or one-year history of a duodenal ulcer) to eradicate H. pylori.
>f H. pylori has been shown to reduce the risk of duodenal ulcer recurrence. (See
STUDIES and DOSAGE AND ADMINISTRATION.)

y (PREVACID/amoxicillin)

Delayed-Release Capsules, in combination with amoxicillin as dnal therapy, are
- the treatment of patients with H. pylori infection and duodenal ulcer disease
2-year history of a duodenal ulcer) who are either allergic or intolerant to clar-
or in whom resistance to clarithromycin is known or suspected. (See the clar-
sackage insert, MICROBIOLOGY section.) Eradication of H. pylori has been
duce the risk of duodenal ulcer recurrence. (See CLINICAL STUDIES and
ND ADMINISTRATION.)

ze of Healed Duodenal Ulcers
Delayed-Release Capsules are indicated to maintain healing of duodenal ulcers.
udies do not extend beyond 12 months.

+ Treatment of Active Benign Gastric Ulcer
Delayed-Release Capsules are indicated for short-term treatment (up to 8 weeks)
1d symptom relief of active benign gastric ulcer.

hageal Reflux Disease (GERD)

‘reatment of Symptomatic GERD

Delayed-Release Capsules are indicated for the treatment of heartburn and other
sociated with GERD.

Treatment of Erosive Esophagitis

Delayed-Release Capsules are indicated for short-term treatment (up to
healing and symptom relief of all grades of erosive esophagms

ts who do not heal with PREVACID for 8 weeks (5-10%), it may be helpful 1o
ional 8 weeks of treatment.

is a recurrence of erosive esophagitis an additional 8-week course of
may be considered.

:e of Healing of Erosive Esophagitis
Oelayed-Release Capsules are indicated to maintain healing of erosive esophagi-
d studies did not extend beyond 12 months.

1 Hypersecretory Condmons lncludmg Zollmger -Ellison Syndrome
Delayed-Release Capsules are indicated for the long-t of patho-
secretory conditions, including Zollinger-Ellison syndrome.

VDICATIONS

Jelayed-Release Capsules are contraindicated in patients with known hypersen-
+ component of the formulation.

in is contraindicated in patients with a known hypersensitivity to any penicillin.
to full prescnbmg information for amoxicillin before prescribing.)

wycin is contraindicated in patients with a known hypersensitivity to any
tibiotic, and in patients recejving terfenadine therapy who have preexisting car-
lities or electrolyte disturbances. (Please refer to full prescribing information for
n before prescribing.)

3
JMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT IN
JIRCUMSTANCES WHERE NO ALTERNATIVE THERAPY 1S APPROPRI-
GNANCY OCCURS WHILE TAKING CLARITHROMYCIN, THE PATIENT
i APPRISED OF THE POTENTIAL HAZARD TO THE FETUS. (SEE WARN-
3SCRIBING INFORMATION FOR CLARITHROMYCIN.)

mbranous colitis has been reported with nearly all antibacterial agents,
withromycin and amoxicillin, and may range in seventy from mild to life
Therefore, it is important to consider this diagnosis in patients who present
a subseq to the administration of antibacterial agents.

with antibacterial agents alters the normal flora of the colon and may permit
f clostridia. Studies indicate that a toxin produced by Clostridium difficile is a
: of “antibiotic-associated colitis”.

liagnosis of pseudomembranous colitis has been established, therapeutic mea-
be initiated. Mild cases of psendomembranons colitis usually respond to dis-
>f the drug alone. In moderate to severe cascs consrdemuon should be given to

with fluids and electrolytes, protein and with an
irug clmlcally effective agamst Clo:mdmm dﬁale colitis.
1 y fatal hyp y (anaphylactic) ions have been reported

penicillin lherapy These reacuons are more apl 10 occur in individuals with a
icillin hypersensitivity and/or a history of sensitivity to multiple allergens.

been well documented reports of individuals with a history of penicillin hyper-
wtions who have experienced severe hypersensitivity reactions when treated
)sponn Before initiating therapy with any penicillin, careful inquiry should be
ing previous hypersensitivity reactions to penicillins, cephalosporins, and other
n allergic reaction occurs, amoxicillin should be discontinued and the appropri-

is excreted in human milk. Because many drugs are excreted in human milk,
because of the potential for serious adverse reactions in nursing infants from lansoprazole
and because of the potential for tumorigenicity shown for i in rat i

studies, a decision should be made whether to discontinue nursmg or to discontinue the drug,
taking into account the importance of the drug to the mother.

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

Use in Women

Over 800 women were treated with lansoprazole. Ulcer healing rates in females were simitar
to those in males. The incidence rates of adverse events were also similar to those seen in
males.

Use in Geriatric Patients

Ulcer healing rates in elderiy patients are similar to those in a younger age group. The inci-
dence rates of adverse events and laboratory test abnormalities are also similar to those seen
in younger patients. For elderly patients, dosage and administration of lansoprazole need not
be altered for a particular indication.

ADVERSE REACTIONS
Worldwide, over 6100 patients have been treated with lansoprazole in Phase 2-3 clinical tri-
als involving various dosages and jons of In general,

has been well tolerated in both shori-term and long-term trials.

The following adverse events were.reported by the treating physician to have a possible or
probable relauonshlp to drug in 1% or more of PREVACID-treated patients and occurred at
a greater rate in PREVACID-treated patients than placebo-treated panen!s

Incidence of Possibly or Probably
Treatment-Related Adverse Events in Short-term, Placebo-Controlled Studies

PREVACID Placebo
(N=1457) {N=467)
Body System/Adverse Event % %
Body as a Whole
Abdominal Pain 1.8 13
Digestive System
Diairhea 36 26
Nausea 14 13

Headache was also seen at greater than 1% incidence but was more common on placebo. The
incidence of diarrhea was similar between patients who received placebo and patients who
received lansoprazole 15 mg and 30 mg, but higher in the patients who received lansoprazole
60 mg (2.9%, 1.4%, 4.2%, and 7.4%, respectively).

The most commonly reported possibly or probably treatment-related adverse event during
maintenance therapy was diarrhea. "

Additional adverse experiences occurring in <1% of patients or subjects in domestic and/or
international trials, or occurring since the drug was marketed, are shown below within each
body system.

X Body as a Whole - anaphylactoid-like reaction, asthenia, candidiasis, chest pain (not other-

wise specified), edema, fever, flu syndmme halitosis, infection (not olherwrse speclﬁed).

malaise; Cardlova.rcular Sy.rlem - angma, accident, hy

sion, my di shock y failure), difati Drgesuve

System - melena, anorexia, bczoar. i ithiasi: ipation, dry fthi
pep phagi h: 1 stenosis, esop | ulcer, fecal

di ion, flatulence, gastric nodules/fundic gland polyps, g iti inal

hemorrhage, h is, i appetite, i , rectal h h stom-

atitis, tencsmus, uicerative colitis, vomiting; Endocrine System - dlabeles mellitus, goiter, hyper»

gl pogl lycemia; Ho logi and Lymphatic Syrrem" - agmnulocylosrs, anemia,
aplastic anemia, hemolysis, h Iytic anemia, leukop p

hromb penia, and thrombotic thromb penic purpura; Metaboli and Nulrin'onal
Disorders - gout, weight gain/l Musculosk I System - arthritisfarthralgia, muscu-

loskeletal pam, myalgla Nen'ou.r Sy.rtem - agltanon, amnesia, anxiety, apa(hy, confusion,
P yncope, legi: hosnhly aggravated, libido

d 1t thinking ab y System - asthma,
bronchms cough mcreased dyspnea, epistaxis, hemoptysis, hiccup, pneumonia, upper respi-
ratory infl Skin and Append. ges - acne, alopecia, pruritus, rash, urticaria;
Special Senses - blurred vision, deafness, eye pain, visual field defect, otitis media, speech
dlsorder faste perversron tinnitus; U\ ital System - G menses, albuminuria, breast
ia, breast glycosuria, hematuria, impotence, kidney cal-

culus, urinary relcnlion.

*The majority of hematologic cases received were foreig d and their relationship to was

Combination Therapy with Amoxicillin and Clarithromycin

In clinical trials using combination therapy with PREVACID plus amoxicillin and clar-
ithromycin, and PREVACID plus amoxicillin, no adverse reactions peculiar 1o these drug
combinations were observed. Adverse reactions that have occurred have been limited to those
that had been previously reported with PREVACID. amoxicillin. or clarithmmvein

If there is a of erosive hi an 8-week course of .
PREVACID may be considered.
Maintenance of Healing of Erosive Esophagitis
The ded adult oral dose is 15 mg once daily. (See CLINICAL STUDIES.)
Pathelogical Hypersecretory Conditions Includmg Zollinger-Ellison Syndrome
The dosage of PREVACID in patients with pathol itions varies with

the individual patient. The recommended adult oral slamng dose is 60 mg once a day. Doses -

should be adjusted to individual patient needs and should continue for as long as clinically
indicated. Dosages up to 90 mg b.i.d. have been administered. Daily dosages of greater than

120 mg should be administered in divided doses. Some patients with Zollinger-Ellison syn- .

drome have been treated conunuously with PREVACID for more than four years,

No dosage adjustment is necessary in patients with renal insufficiency or the elderly. For
patients with severe liver disease, dosage adjustment should be considered.

PREVACID Delayed-Release Capsules should be taken before eating. In the clinjcal mals

antacids were used concomitantly with PREVACID. For patients who have drfﬁcully swal-

lowing capsules, PREVACID Delayed-Release Capsules can be opened, and the intact gran-
ules contained within can be sprinkled on one tabl of and
mmedrately The granules should not be chewed or crushed. The granules have also been
shows in vitro to remain intact when exposed to apple, cranberry. grape, orange, pineapple,
prune, tomato, and V-8 vegetable juice and stored for up to 30 minutes.

For patients who have a nasogastric tbe in place, PREVACID Delayed-Release Capsules
can be opened.and the intact granules mixed in 40 mL of apple juice and injected through the
nasogastric tube into the stomach. After administering the granules, the nasogastric tube
should be flushed with additional apple juice to clear the tube.

HOW SUPPLIED
PREVACID Delayed-Release Capsules, 15 mg, are opaque, hard gcla(m. colored pink and
green with the TAP logo and “PREVACID 15" imprinted on the capsules. Thé 30 mg are
opaque, hard gelatin, colored pink and black with the TAP logo and “PREVACID 30"
imprinted on the capsules. They are available as follows:
NDC 0300-1541-30

Unit of use bottles of 30: 15-mg capsules
NDC 0300-1541-13

Bottles of 100: 15-mg capsules
NDC 0300-1541-19

Bollles of 1000: 15-mg capsules
NDC 0300-1541-11

Unit dose package of 100: 15-mg capsules
NDC 0300-3046-13

Bottles of 100: 30-mg capsules
NDC 0300-3046-19

Bottles of 1000: 30-mg capsules
NDC 0300-3046-11

- Unit dose package of 100: 30-mg capsules

Storage: PREVACID capsules should be stored in a tight
Store between 15°C and 30°C (59°F and 86°F).

R only

U.S. Patent Nos. 4,628,098; 4,689,333; 5,013,743; 5,026,560 and 5,045,321.

W Manufactured for

TAP Pharmaceuticals Inc. .
Deerfield, Iilinois 60015-1595, U.S.A.
by Takeda Chemical Industries Limited,
Osaka, Japan 541
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Erosive Esophagitis Healing Rates

PREVACID Placebo
15 mg q.d. 30mgqd 60 mg qd.
Week (N=69) (N=65) (N=72) (N=63)
4 67.6%° 81.3%** 80.6%" 32.8%
6 87.7%* 95.4%* 94.3%* 52.5%
8 90.9%* 95.4%* 94.4%"* 52.5%
*+(p<0.001) versus placebo.
*+#(p<0.05) versus PREVACID 15 mg and placebo. =~

In this study, all PREVACID groups reported significantly greater relief of heartbum and less
day and night abdominal pain along with fewer days of antacid use and fewer antacid tablets
taken per day than the placebo group.

Although all doses were effective, the earlier healing in the higher two doses suggests
30 mg q.d. as the recommended dose.

PREVACID was also compared in a U.S. multicenter, double-blind study to a low dose of
ranitidine in 242 patients with erosive reflux esophagitis. PREVACID at a dose of 30 mg was
significantly more effective than ranitidine 150 mg b.i.d. as shown below.

Erosive Esophagitis Healing Rates

PREVACID Ranitidine
30mg qd. 150 mg b.id.
Week (N=115) {N=127)
2 66.7%" 38.7%
4 82.5%" 52.0%
6 93.0%" 67.8%
8 92.1%* 69.9%

#(p<0.001) versus ranitidine.

In addition, patients treated with PREVACID reported less day and nighttime heartburn and
took less antacid tablets for fewer days than patients taking ranitidine 150 mg b.id.
Although this study demonslrates eﬁecuveness of PREVACID in healing erosive esophagi-
tis, it does not rep an with rani because the recommended
ranitidine dose for esophagitis i is 150 mg q.1.d., twice the dose used in this study.
In the two trials described and in several smaller studies involving patients with moderate

to severe erosive esophagitis, PREVACID produced healing rates similar to those shown

above.

InaUs. double-blind, acti lled study, 30 mg of PREVACID was
compared with ranitidine 150 mg-b.i.d. in 151 patients with erosive reflux esophagitis that
was poorly responsive to a minimum of 12 weeks of treatment with at least one
Ha-receptor antagonist given at the dose indicated for symptom relief or greater, namely,

™ g

Best Possioe CIy

ate therapy instituted.
SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY

"TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIR-

WAY MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINIS-
TERED AS INDICATED.

PRECAUTIONS

General

Symptomatic response 1o therapy with lansoprazole does not preclude the presence of gastric
malignancy.

Information for Patients
PREVACID Delayed-Release Capsules should be taken before eating.

For patients who have difficulty swallowing capsules, PREVACID Delayed-Release Cap-
sules can be opened, and the intact granules contamed within can be sprinkled on one table-
spoon of and The granulcs should not be chewed or
crushed. The granules have also been shown in vitro to remain intact when exposed to apple,
cranberry, grape, orange, pineapple, prune, tomato, and V- 8% vegetable juice and stored for
up to 30 minutes.

For patients who have a nasogastric tube in place, PREVACID Delayed-Release Capsules
can be opened and the intact granules mixed in 40 mL of apple juice and injected through the
nasogastric tube into the stomach. After administering the granules, the nasogastric tube
should be flushed with additional apple juice to clear the tube.

Drug Interactions
L fe i bolized through the cy Py4so system, specifically through the
CYP3A and CYP2C19 isozymes. Studies have shown that lansoprazole does not have clini-
cally significant interactions thh other drugs metabolized by lhe cylochrome P4so sys!cm,
such as warfarin, antipyrine,
diazepam, clarithromycin, or terfenadine in hcallhy subjecrs These compounds are metabo-
lized through various cytochrome Pasp i isozymes mcludmg CYPIAZ CYP2C9 CYP2CI9,
CYP2D6, and CYP3A. When | was ly with theo-
phylline (CYP1A2, CYP3A), a minor increase (10%) in the clearance of theophylline was
seen. Because of the small magnitude and the direction of the effect on theophyliine clear-
ance, this interaction is unlikely to be of clinical concern. Nonetheless; individual patients
may require additional titration of their theophylline dosage when lansoprazole is started or
stopped to ensure clinically effective blood levels.

Lansoprazole has also been shown to have no clinically sigrificant interaction with amox-
icillin

Triple Therapy: PREVACID/amoxicillin/clarithromycin
The most frequently reported adverse events for patients who received t
14 days were diarrhea (7%), headache (6%), and taste perversion (5%). The
tically significant differences in the frequency of reported adverse events bet:
14-day triple therapy regimens. No treatment-emergent adverse events were
nificantly higher rates with triple therapy than with any dual therapy regime
Dual Therapy: PREVACID/amoxicillin
‘The most frequently reported adverse events for patients who received PRE
amoxicillin t.i.d. dual therapy were diarrhea (8%) and headache (7%). No tre.
adverse events were observed at significantly higher rates with PREVACID
icillin t.i.d. dual therapy than with PREVACID alone.

For more information on adverse reactions with amoxicillin or clarithr
their package inserts, ADVERSE REACTIONS sections.

Laboratory Values
The following changes in laboratory parameters for lansoprazole were rep
events:

Abnonnal liver function tesls increased SGOT (AST). mcreased SGPT(

d alkaline p
decreased/abnormal WBC abnonnal AG ratio, abnormal RBC blllrubmen
hyperlipemia, i d eleclroly(cs, i d chole
glucocorticoids, i d LDH, i d/ dfab | platelets, ar

trin levels. Additional isolated laboratory abnormalities were reported.

In the placebo controlled studies, when SGOT (AST) and SGPT (ALT)
0.4% (1/250) placebo patients and 0.3% (2/795) lansoprazole patients had e
greater than three times the upper limit of normal range at the final treatme
these patients reported jaundice at any time during the study.

In clinical trials using combination therapy with PREVACID plus amo
ithromycin, and PREVACID plus amoxiciltin, no increased laboratory abno:
lar to these drug combinations were observed.

For more information on laboratory value changes with amoxicillin o
refer to their package inserts, ADVERSE REACTIONS section,

OVERDOSAGE

Oral doses up to 5000 mg/kg in rats (approximately 1300 times the recor

dose based on body surface area) and mice (about 675.7 times the recommer

based on body surface area) did not produce deaths or any clinical signs.
Lansoprazole is not removed from the circulation by hemodialysis. In one

gle-d study
alone and

30 mg and
§ gram, absorption of the

ly with

20 mg each

PREVACID may be useful in patients failing on a histamine Hy-receptor antagonist.

Reflux Esophagllls Healmg Rates in Patients Poorly Responsive to
l.l A

cimetidine 800 mg/day, idine 300 mg/day, 40 mg/day or nizatidine proton pump mhlbuors was dclayed and their bioavailability was reduced by 17% and 16%,

. ~+-383-mpfday. PREVACID 30 mg was more effective than ranitidine 150 mg b.i.d. in healing when with Ifate. Therefore, proton pump

reflux esophagitis, and the percentage of patlems with healmg were as follows. This study ll’IhlbllOrS should be taken at least 30 minutes prior to sucralfate. In clinical trials, antacids

does not constitute a comparison of the effe of | Ha were itantly with PREVACID Delayed-Release Capsules; this did not
with PREVACID, as all patients had d d i o the t interfere with its effect. Jong! S

ist mode of It does indicate, however, that L causes a p dand ting of gastric acid secretion; there-

fore, it is 1hcoreucally pcssnble that lansoprazole may interfere with the absorption of drugs
where gastric pH is an important determinant of bioavailability (eg. ketoconazole, ampicillin
esters, iron salts, digoxin).

b3 P ist Therapy
PREVACID Ranitidine
30 mg q.d. 150 mg b.id.
Week {N=100) (N=51)
4 74.7%" 42.6%
8 83.7%"* - 32.0%
(p<0.001) versus ranitidine.
Long- Term i Tr of Erosive E:
Two double-biind, i lled trials were conducted in patients with

endoscopically confirmed healed Patients ined in 1 significantly
longer and the number of of erosive i i ly less in patients
treated with PREVACID than in patients treated with placebo overa 12—monlh period.

Endoscopic Remission Rates

Carci i is, Impairment of Fertility .

In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated oralty with doses
of 5 to 150 mg/kg/day, about 1 to 40 times the exposure on a body surface (mg/m?2) basis, of
a 50-kg person of average height (1.46 m? body surface area) gwen the recommended human
dose of 30 mg/day (22.2 mg/m?). L lated gastric h
maffin-like (ECL) cell hyperplasia and ECL, cell carcinoids in both male and female rats. It

also i of i ia of the gastric in both sexes.
In male rats, P produced a d& lated i increase of testicul itial cell ade-
nomas. The i of these ad: in rats g doses of 15 to 150 mg/kg/day (4 to

40 times the recommended human dose based on body surface area) exoecded the low back-
ground incidence (range = 1.4 to 10%) for this strain of rat. i itial cell

dose, the patient 600 mg of with no adverse rez

DOSAGE AND ADMINISTRATION

Short-Term Treatment of Duodenal Ulcer

‘The recommended adult oral dose is 15 mg once daily for 4 weeks. (See
AND USAGE.)

H. pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurr
Triple Thy : PREVACID/amoxicillin/clarithromycin

The recommended adult oral dose is 30 mg PREVACID, 1 gram amoxici
clarithromycin, all given twice daily (q 12h) for 10 or 14 days. (See IND!
USAGE.)

Dual Therapy: PREVACID/amoxicillin

The recommended adult oral dose is 30 mg PREVACID and 1 gram amoxi
three times daily (q 8h) for 14 days. (See INDICATIONS AND USAGE.)
Please refer to amoxicillin and clarithromycin full prescribing inform
TRAINDICATIONS and WARNINGS, and for information regarding dosi
renally-impaired patients. _

Maintenance of Healed Duodenal Ulcers

The recommended adult oral dose is 15 mg once daily. (Sec CLINICAL $1

Short-Term Treatment of Gastric Ulcer

also occurred in 1 of 30 rats treated with 50 mg/kg/day (13 times the recommended human
dose based on body surface area) in a I-year toxicity study.
In a 24-month carcinogenicity study, CD-1 mice were treated orally with doses of
15 to 600 mg/kg/day, 2 to 80 timcs the recommended human dose based on body surface area.
ado

Percent in ic R
Trial { Drug No. of Pts. 0-3 mo. 0-6 mo.  0-12 mo.
#1 | PREVACID 15 mg qd. 59 83%* 81%"* 79%*
PREVACID 30 mg q.d. 56 93%* 93%* 90%*
Placebo 55 . 3% 27% 24%
#2 | PREVACID 15 mg q.d. 50 74%* 2%* 67%*
PREVACID 30 mg q.d. 49 75%"* 2%* 55%*
Placebo 47 16% 13% 13%

%=Lifc Table Estimate

*(p<0.001) versus placebo.

Regardless of initial grade of crosive esophagitis, PREVACID 15 mg and 30 mg were simi-
far in maintaining remission.

Pathological Hypersecretory Condmons lncludmg Zollmger—Elhson Syndrome

In open studies of 57 patients with pathol ith such as Zollinger-
Ellison (ZE) syndrome with or without muluple endocrine adenomas, PREVACID signifi-
cantly inhibited gastric acid ion and p of diarthea,
anorexia and pain. Doses ranging from 15 mg every other day to 180 mg per day maintained
basal acid secretion below 10 mEg/hr in patients without prior gastric surgery and below
5 mEq/hr in patients with prior gastric surgery.

Initial doses were titrated to the individual patient need, and adjustments were necessary
with time in some patients. (See DOSAGE AND ADMINISTRATION.) PREVACID was
well tolerated at these high dose levels for prolonged periods (greater than four years in some
patients). In most ZE patients, serum gastrin levels were not modified by PREVACID. How-
ever, in some patients, serum gastrin increased to levels greater than those present prior to ini-
tiation of lansoprazole therapy.

INDICATIONS AND USAGE

Short-Term Treatment of Active Duodenal Ulcer

PREVACID Delayed-Release Capsules are indicated for short-term treatment (up to 4 weeks)
for healing and symptom relief of active duodenal ulcer.

H. pylori Eradrcatmn to Reduce the Risk of Duodenal Ulcer Recurrence

Triple PREVACID/amoxicillin/clarithromycin

PREVACID Delayed-Release Capsules, in combination with amoxicillin plus clarithromycin
as triple therapy, are indicated for the treatment of patients with H. pylori infection and duo-
denal ulcer disease (active or one-year history of a duodenal ulcer) to eradicate H. pylori.
Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer recurrence. (See
CLINICAL STUDIES and DOSAGE AND ADMINISTRATION.)

Dual Therapy (PREVACID/amoxicillin

PREVACID Delayed-Release Capsules, in combination with amoxicillin as dual therapy, are
indicated for the treatment of patients with H. pylori infection and duodenal ulcer disease
(active or one-year history of a duodenal uicer) who are either allergic or intolerant to clar-
ithromycin or in whom resistance to clarithromycin is known or suspected. (See the clar-
ithromycin package insert, MICROBIOLOGY section.) Eradication of H. pylori has been
shown to reduce the risk of duodenal ulcer recurrence. (See CLINICAL STUDIES and
DOSAGE AND ADMINISTRATION.)

Aai of Healed Duodenal Ulcers
PREVACID Delayed-Releasc Capsules are indicated to maintain healing of duodenal ulcers.
Controlled studies do not extend beyond 12 months.

Short-Term Treatment of Active Benign Gastric Ulcer
PREVACID Delayed-Release Capsules are indicated for short-term treatment (up to 8 weeks)
for healing and symptom relicf of active benign gastric ulcer.

Gastroesophageal Reflux Disease (GERD}
Short-Term Treatment of Symptomatic GERD
PREVACID Delayed-Release Capsules are ind
symptoms associated with GERD.

d for the of

and other

Short-Term Treatment of Erosive Esophagitis

lated i id of gastric ECL cell hyperplasia. It
also produced an increased incidence of liver tumors (hepatoceilular adenoma plus carci-
noma). The tumor incidences in male mice treated with 300 and 600 mgfkg/day (40 to
80 times the recommended human dose based on body surface area) and female mice treated
with 150 to 600 ms/kg/duy (20 to 80 times the recommended human dose based on body sur-

The ded adult oral dose is 30 mg once daily for up to eight weeks.
STUDIES.)

Gastroesophageal Reflux Disease (GERD)
Short-Term Treatment of Symptomatic GERD
‘The recommended adult oral dose is 15 mg once daily for up to § weeks.

Short-Term Treatment of Erosive Esophagitis
The recommended adult oral dose is 30 mg once daily for up to 8 weeks. Fc
not heal with PREVACID for 8 wecks (5-10%), it may be helpful to g

face area) (he ranges of kg id in historical controls for this strain 8 weeks of treatment. (See INDICATIONS ANDL USAGE ) o
of mice. L d ad of rete testis in male mice receiving If there is a ¢ of erosive an 8
75 to 600 mg/kg/day {10 10 80 times the recommended human dose based on body surface PREVACID may be considered.
area). . i Maintenance of Healing of Erosive Esophagitis

Lansopraz(?le was not genotoxic in the Ames test, the ex vivo rat hepatocyte heduled The ded aduit oral dose is 15 mg once daily. (Sec CLINICAL §°
DNA synthesis (UDS) test, the in vive mouse micronucleus test or the rat bone marrow cell
chromosomal aberration test. It was positive in in vitro human Iymphocy Pathological Hypersecretory Conditions Including Zollinger-Ellisor

aberration assays.

Lansoprazole at oral doses up to 150 (40 times the ded human dose
based on body surface area) was found to have no effect on fertility and reproductive perfor-
mance of male and female rats.

Pregnancy: Teratogenic Effects. Pregnaricy Category B
Lansoprazole
Teratology studies have been performed in pregnant rats at oral doses up to
150 mg/kg/day (40 times the recommended human dose based on body surface area) and
pregnant rabbits at oral doses up to 30 mg/kg/day (16 times the ded human dose
based on body surface area) and have revealed no evidence'of impaired fertility or harm to
the fetus due to lansoprazole.

‘There are, however, no adequate or well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human response, this drug should be
used during pregnancy only if clearly needed.

Clarithromycin

Pregnancy Category C

Sce WARNINGS (above) and full prescribing information for clarithromycin before using in
pregnant women.

Nursing Mothers

Lansoprazole or its metabolites are excreted in the milk of rats. It is not known whether lan-
soprazole is excreted in human milk. Because many drugs are excreted in human milk,
because of the potential for serious adverse reactions in nursing infants from lansoprazole,
and because of the potential for tumorigenicity shown for lansoprazole in rat carcinogenicity
studies, 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.

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

Use in Women

Over 800 women were treated with lansoprazole. Ulcer healing rates in females were similar
to those in males. The incidence rates of adverse evenis were also similar to those seen in
males.

Use in Geriatric Patients

Ulcer healing rates in elderly patients are similar to those in a younger age group. The inci-
dence rates of adverse events and laboratory test abnormalities are also similar to those seen
in younger patients. For elderly patients, dosage and administration of lansoprazole need not

. bealtered for a particular indication.

ADVERSE REACTIONS
Worldwide, over 6100 patients have been treated with lansoprazole in Phase 2-3 clinical tri-
als involving various dosages and ions of In general, P

has been well tolerated in both short-term and long-term trials.

‘The following adverse events were reported by the treating physician to have a possible or
probable relationship to drug in 1% or more of PREVACID-treated patients and occurred at
a greater rate in PREVACID-treated patients than placebo-treated patients:

The dosage of PREVACID in patients with pathologic hypersecretory conc
the individual patient. The recommended adult orat starting dose is 60 mg 1
should be adjusted to individual patient needs and should continue for as
indicated. Dosages up to 90 mg b.id. have been administered. Daily dosag
120 mg should be administered in divided doses. Some patients with Zolli
drome have been treated continuously with PREVACID for more than four

No dosage adjustment is necessary in patients with renal insufficiency «
patients with severe liver disease, dosage adjustment should be considered.

PREVACID Delayed-Release Capsules should be taken before eating. In
antacids were used concomitantly with PREVACID. For patients who hay
lowing capsules, PREVACID Delayed-Release Capsules can be opened, ar
ules contained within can be sprinkled on one tablespoon of applesauc
immedialcly The granules should not be chewed or crushed. The granult
shown in vitro to remain intact when exposed to apple, cranberry, grape, ¢
prune, tomato, and V-8® vegetable juice and stored for up to 30 minutes.

For patients who have a nasogastric tube in place, PREVACID Delayed-
can be opened and the intact granules mixed in 40 mL of apple juice and in
nasogastric lube into the stomach. After administering the granules, the
should be flushed with additional apple juice to clear the tube.

HOW SUPPLIED
PREVACID Delayed-Release Capsules, 15 mg, are opaque, hard gelatin,
green with the TAP logo and “PREVACID 15" imprinted on the capsule
opaque, hard gelatin, colored pink and black with the TAP logo and
imprinted on the capsules. They are available as follows:
NDC 0300-1541-30
Unit of use bottles of 30: 15-mg capsules
NDC 0300-1541-13
Bottles of 100: 15-mg capsules
NDC 0300-1541-19
Bottles of 1000: 15-mg capsules
NDC 0300-1541-11
Unit dose package of 100: 15-mg capsules
NDC 0300-3046-13
Bottles of 100: 30-mg capsules
NDC 0300-3046-19
Bottles of 1000: 30-mg capsules
NDC 0300-3046-11
Unit dose package of 100: 30-mg capsules

Storage: PREVACID capsules should be stored in a tight container protect:
Store between 15°C and 30°C (59°F and 86°F).

R only

U.S. Patent Nos. 4,628,098; 4,689,333; 5,013,743; 5,026,560 and 5,045,32

W Manufactured for

‘TAP Pharmaceuticals Inc.
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Lansoprazole (PREVACID®) delayed-release capsules;

Oral, 15 or 30 mg once daily before eating, for up to a year,
(several approved indications for healing and maintenance
of healing of duodenal ulcers or erosive esophagitis, gastric
ulcer healing, acid hypersecretory conditions, eradication of
Helicobacter pylori infections, treatment of heartburn).

Substitute “blurred vision™ for “amblyopia,” and add new
adverse reaction: “Body as a Whole - anaphylactoid-like

reaction.”

Supplemental application: correspondence, new draft
labeling proposed change in labeling

John R. Senior, M.D./ 19 June 1998

I. Background and Introduction

Lansoprazole (PREVACID® Delayed-Release Capsules, pronounced pre'-va-sid, AG-1749, TAP
Holdings Inc.), has been approved for a number of clinical indications, the first on 10 May 1995
for short-term, up to 4 weeks, treatment by oral dosage of 15 mg once daily before eating for
healing of active duodenal ulcer; for doses of 30 mg once daily before eating for up to 8 weeks
for healing of erosive esophagitis (plus an additional 8 weeks if not healed or recurrent); and for
60 or more mg/day indefinitely for the Zollinger-Ellison syndrome or other pathological
hypersecretory conditions (divided doses are recommended for over 120 mg/day). Other
approvals have been granted since then, for use of lansoprazole for maintenance of healing of
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erosive esophagitis (as of 8 April 1995), maintenance of healing of duodenal ulcers, 17 April
1997;, healing of gastric ulcer, 8 May 1997; short-term treatment of symptoms of
gastroesophageal reflux disease (GERD), 12 March 1998. In addition, lansoprazole was
considered “approvable” on 11 May 1998 for eradication of gastric mucosal infection with
Helicobacter pylori (Hp) when used along with amoxicillin and clarithromycin.

As a results of these approvals in the United States, and the registration of lansoprazole for
treatment of these problems in most of the countries of the world, hundreds of thousands of
people, now millions, have been taking the drug, some for periods of more than a year (exact
figures not available), and spontaneous reports of adverse effects are accumulating. Among these
that have not been previously specified in the ADVERSE REACTIONS section are “blurred
vision” in the subsection on Special Senses, “anaphylactoid-like reaction” in the subsection on
Body as a Whole, and pancreatitis in the subsection on Digestive System. Concern about these
problems was expressed in a letter to the sponsor dated 9 October 1997 making mention of 10
reported cases of anaphylactic and anaphylactoid-type reactions, 4 reported cases of blurred
vision, and 4 cases of pancreatitis. The sponsor’s reply to that letter is the subject of this
submission.

I1. Sponsor’s Proposed Labeling Changes

The letter of 9 January 1998 from the sponsor proposed that changes be made to the labeling in
the ADVERSE REACTIONS section as follows:

1) Add, in subsection on Body as a Whole, “anaphylactoid-like reaction;”
2) Substitute “blurred vision” for “amblyopia” in the subsection on Special Senses;
3) No addition of “pancreatitis” in the subsection on Digestive System.

Justifications were provided in the letter from the sponsor for these proposed changes, in which it
was agreed that addition of “anaphylactoid-like reactions” was appropriate, but argued that their
analysis of the reported cases of pancreatitis suggested that alcohol abuse, history of chronic
pancreatitis, use of other medications were more likely causes than lansoprazole. It was further
submitted that the term “blurred vision” was more accurate to describe the symptoms reported as
“eyes blurry,” “blurry vision,” and “blurred vision.” They argued that “amblyopia” was a
misleading term, in that it implies an event much broader in scope and more severe than the four
cases reported.

Comment: Although the cases of acute pancreatitis reported may have been caused by something
other than lansoprazole, which the sponsor claims to be the case, this problem will need to be
watched carefully. For the moment, it may be reasonable to accept the sponsor’s argument that
it is not clearly a lansoprazole-induced complication. It is true that vast numbers of people do
abuse alcohol, and that in the United States alcohol abuse is the leading cause of both acute and
chronic pancreatitis. It will need to be determined if taking lansoprazole induces an increased
risk above that in people not taking lansoprazole. This is admittedly very difficult to ascertain.
when only spontaneous reports are available. Pancreatitis was not noted in the preclinical
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studies in animals (see pharmacology/toxicology review of NDA 20-406 by Dr. Y. Chopra, 9
January 1995, and medical review by Dr. H. Gallo-Torres, 15 September 1 994)

With respect to the question of amblyopia vs blurred vision, it may be more likely that patients as
well as physicians understand the latter term better than the rather pedantic, Greek-derived term
“ambly-opia” that means dullness-vision/eye defect. The sponsor’s suggestion to substitute the
more common term is acceptable. However, it must be noted that a recent case of blindness was
reported to MedWatch by the sponsor initially on 2 April 1998. This occurred in a 64-year-old
male ' - - who experienced loss of vision in his left eye after a first dose
of PREVACID 15 mg on 23 March, and then in the right eye after a second dose the following
day. A follow-up report was received on 18 May, in which the sponsor reported that after the
patient had been hospitalized 25-31 March for treatment with intravenous cortisone and
subsequent oral cortisone 20 mg t.i.d., there was later improvement in vision but residual
peripheral field loss. We shall initiate a search of the spontaneous adverse event reporting
system to investigate all effects on visual function, minor or major, in patients taking
lansoprazole. The question of proton-pump inhibitors on rare occasions causing vision problems
has been raised before with respect to omeprazole in the German literature, although contested
(see Leber Magen Darm 1995; 25:6-8, 39, 152-5).

III. Regulatory Recommendations

It is recommended that the labeling changes proposed by the sponsor be implemented at the next
opportunity for printing and distribution of revised labeling. It is further recommended that the
sponsor be asked to provide followup on the case of blindness initially reported in April of this
year, and that a consultation request be forwarded to the Division of Pharmacovigilance and
Epidemiology for a search of the adverse event reporting system database for all cases of visual
disturbance in patients taking lansoprazole, as well as for cases of pancreatitis.

John R. Senior, M.D., Medical Officer date
Division of Gastrointestinal & Coagulation Drug Products

cc:

NDA 20-406, SLR-024
HFD-180
HFD-180/LTalarico
HFD-180/HGallo-Torres
HFD-180/JSenior
HFD-180/JChoudary
HFD-180/EDuffy
HFD-181/CSO
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Division of Gastrointestinal & Coagulation Drug Products

REGULATORY PROJECT MANAGER REVIEW
Application Number: NDA 20-406/SLR-024
Name of Drug: Prevacid (lansoprazole) Delayed-Release Capsules JUL 2 2 1998
Sponsor: TAP Holdings, Inc.

Material Reviewed

Submission Date(s): July 14, 1998
Receipt Date(s): July 15, 1998
Background and Summary Description: Supplement 024 provides for the following changes
to the ADVERSE REACTIONS section of the package insert: addition of “anaphylactoid-like
reaction” under the subheading Body as a Whole, and the substitution of “blurred vision” for
“amblyopia” in the subheading, Special Senses.
This supplement was approved on June 23, 1998 with draft labeling (as submitted in the original
supplement dated January 12, 1998). The sponsor has submitted final printed labeling (FPL) in

response to the approval letter.

Review
The submitted FPL, identified as “03-4891-R11-Rev.June, 1998,” was compared to the original

draft labeling and is acceptable. The FPL also contains the changes approved in supplement 021
on July 20, 1998.

Conclusions
The FPL is acceptable and should be acknowledged and retained.
) %WL . WM -55.'7/515? /78

Maria R. Walsh, M.S.
Regulatory Project Manager -
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cc:

Original NDA 20-406/S-024
HFD-180/Div. Files
HFD-180/PM/M.Walsh
HFD-180/L.Talarico

final: M.Walsh 7/22/98
filename: 20406524807 .xrev2.doc

PM REVIEW



Division of Gastrointestinal & Coagulation Drug Products
CONSUMER SAFETY OFFICER REVIEW
Application Number: NDA 20-406/SLR-024
Name of Drug: Prevacid (lansoprazole) Delayed-Release Capsules
Sponsor: TAP Holdings, Inc.
Material Reviewed
Submission Date(s): January 9, 1998
Receipt Date(s): January 12, 1998

Background and Summary Description: Supplement 024 provides for the following changes
to the ADVERSE REACTIONS section of the package insert: Addition of “anaphylactoid-like
reaction” under the subheading, Body as a Whole and the substitution of “blurred vision” for
“amblyopia” under the subheading, Special Senses.

Review

* The submitted draft labeling was compared to the currently approved labeling identified as
“03-4837-R10-Rev. March, 1998" (approved March 12, 1998 in supplement 016). The following
differences were noted.

1. ADVERSE REACTIONS:

A. The term “anaphylactoid-like reaction” was added under the subheading, Body as a
Whole.

B. The term “blurred vision” was substituted for the term “amblyopia” under the
' subheading, Special Senses.

These revisions are recommended for approval per the Medical Officer’s review dated June
19, 1998.

2. In addition, the revisions approved on March 12, 1998 in supplement 016 do not appear in
the draft labeling. These revisions include addition of the term “speech disorder” under the
subheading, Special Senses, and the term “urinary retention” under the subheading,
Urogenital System under the ADVERSE REACTIONS section; and revisions to the
CLINICAL STUDIES, INDICATIONS, and DOSAGE AND ADMINISTRATION
which reflect the addition of a new indication for symptomatic gastroesophageal reflux
disease (GERD).
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These revisions were approved on March 12, 1998 in supplement 016 and must appear in
the final printed labeling (FPL) to be submitted for this supplement.

Conclusions

1. The labeling revisions proposed in this supplement have been recommended for approval
by the Medical Officer (see Medical Officer review dated June 19, 1998).

2. The labeling revisions approved on March 12, 1998 in supplement 016 must be included in
the FPL to be submitted for this supplement.

Maria R. Walsh, M.S.
Regulatory Project Manager

cC:
Original NDA 20-406/S-024
HFD-180/Div. Files
HFD-180/M.Walsh

final: M.Walsh 6/23/98
filename: 20406S24-rev806.doc

CSO REVIEW
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TAP Holdings, Inc. JUL 23 1998
Attention: Gary C. Magistrelli, Ph.D. '

2355 Waukegan Road

Deerfield, IL 60015

Dear Dr. Magistrelli:

We acknowledge the receipt of your July 14, 1998 submission containing final printed labeling in
response to our June 23, 1998 letter approving your supplemental new drug application for
Prevacid (lansoprazole) Delayed-Release Capsules.

We have reviewed the labeling that you submitted in accordance with our June 23, 1998 letter,
and we find it acceptable.

If you have any questions, contact Maria R. Walsh, M.S., Project Manager, at (301) 443-0487.

Sincerely,

o 7-t2-74

Lilia Talarico, M.D.

Director

Division of Gastrointestinal and Coagulation Drug
Products

Office of Drug Evaluation III

Center for Drug Evaluation and Research



NDA 20-406/S-024
Page 2

cc:
Archival NDA 20-406/S-024
HFD-180/Div. Files
HFD-180/M.Walsh
HF-2/Medwatch (with labeling)
HFD-103/ADRA (with labeling)
HFD-40/DDMAC (with labeling)
HFD-95/DDMS (with labeling)
HFD-613/0GD (with labeling)
HFD-735/0OPDRA (with labeling)
DISTRICT OFFICE

final: M.Walsh 7/22/98
filename: 20406S24807.A&R.doc

ACKNOWLEDGE AND RETAIN (AR)



- TAP HoLDINGS INC.
T\ parent of TAP Pharmaceuticals Inc.

__,‘Bannockburn Lake Office Plaza
‘2355 Waukegan Rd.
Deerfield, IL 60015
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July 14, 1998

Division of Gastrointestinal and Coagulation Drug Products, HFD-180
Document Control Room 6B-24

Center for Drug Evaluation and Research

Food and Drug Administration

560 Fishers Lane

Rockville, MD 20857

Attn: Lilia Talarico, M.D.
Director

RE: PREVACID® (lansoprazole) Delayed-Release Capsules
Addition/Substitution to the ADVERSE REACTIONS Section
FPL for Approved Supplement NDA 20-406/S-024

Dear Dr. Talarico:

TAP Holdings submits this Final Printed Labeling (FPL) to the supplemental
new drug application for PREVACID.

Reference is made to the Agency’s letter dated June 23, 1998, which stated
that this supplemental application was approved. Enclosed are 20 copies of
the final printed labeling, ten of which are individually mounted on heavy-
weight paper.

Please do not hesitate to contact me at the number listed below should
additional information be needed.

Sincerely,f % :
Gary C. Magiﬁh.&
Associate Director, Regulatory Affairs

Phone: (847) 267-4961
Fax: (847) 317-5795



