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NDA 20-406/8-027 . o : .
_ U4 1999

TAP Holdings Inc. - - : i

Attention: Gary C. Magistrelli, Ph.D. ) ) ) x .

2355 Waukegan Road ) T '
_Deerfield, IL _60015 ‘ —

Dear Dr. Magistrelli: ' D
Please refer to your sﬁ_pplementamw dmgapplicaition dated Febi'ug'ly 5, 1998, feééivedm
" February 6, 1998, submitted under section 505(b) of the-Federal Food, Drug, and Cosmetic Act.

- for Prevacid (lansoprazole) Delayed-Release Capsules. -

We éckﬁledge receipt of your submission dated November.13, 1998.

This supplemental new drug application provides for revisions to the PRECAUTIONS and ™~
DOSAGE AND ADMINISTRATION sections of the package insert to allow administration of

the intact granules on pudding, cottage cheese, or yogurt.

~We have completed the review of this supplemental application, as amended, and have
. “conciuded 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 February 4; 1998). Marketing the product with FPL that is not identical 1o the approved
labeling text may render the-product misbranded and an unapproved-new drug. In addition, all

- previous revisions as reflecteéd in the most recently approved labeling 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

suppiement NDA 20-406/S-027." Approval of this submission by FDA is not required before the
-- labeling is used. o ' -7 -

In addition, please submit three copies of the introdugtory promotional materials that you propose
to use for this product. Al proposed materials should be submitted in draft or mock-up form, not
final print. Please subrit one.copy to this Division and two copies of both the promotional

materials and the package insert directly to:




NDA 20-406/S-027 _ . - ~
Page 2 i , - ' N

Division of Drug Marketing, Advertising, and Communications, HFD-40
.- Food and Drug Administration : )
5600 Fishers Lane T ) -
Rockville, Maryland 20857 -
If a letter communicating important information about this drug product(i.e., 2 "Dear Health -~
Care Practitioher” 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:
- MEDWATCH, HF-2 i - o
— EDA - . - - L
5600 Fishers Lane '
Rockviile, MD 20857
We remind you that you must comply with the requirements for ar approved NDA set forth
under 21 CFR 314.80 and 314.81. '

L

—

—If youhave any questions, contact Maria R. Walsh, M.S.,; Regulatory Project Manager, at
(301) 443-8017. - ,

Sincerely, ’ : .

. [ -4 ¢ -

Lilia Talarico, M.D. o
— Director . - -
- -- Division of Gastrointestinal and Coagulation Drug -
~ , _— Products ol T ‘
— ~ — — Office of Drug Evaluation Il _ -
B - Center for Drug Evaluation and Research ..

T ) APPEARS THIS WAY — o
' ON ORIGINAL




NDA 20-406/S-030

TAP Holdings Inc.
 Attention: Gary C. Magistrelli, PhD. )
2335 Waukegan Road - —_ -
- - Deerfield, I, 60015 S J—

Doertield, - - T FER 2249

Dear Dr. Magistrelli: - -
Please refer to your_supplemental new drug apphcatlon dated June 5, 1998, received o
June 8, 1998, submitted under sectior 505(b) of the Féderal Food, Drug, and Cosmetic Act for for
Prevacid (lansoprazole) Delayed-Release Capsules.

We acknowledge receipt of your submission dated February 17, 1999, contammg final pnnted
"~ labeling in résponse to our December 16, 1998 approvable letter.

This supplemental new drug apphcauon prov1des for revisions-to the PRECAUTIONS and
DOSAGE AND ADMINISTRATION section of the package insert to add statements about
sprinkling the granules on strained pears and Imxmg the granules umrange or tomato juice.
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 submitted final printed labeling (package insert
—  submitted February 16, 1999). —Accordmgly' the supplemental apphcatlon is approved effective
on the date of this letter.
——. If aletter commumcatmg important information about tlns drug product (i.e,a "Dear. Health
- Care Practitioner” letter) is issued to physicians and-ethers responsible for patient care, we .
request that you submit a copy of the letter to this NDA and a copy to the- followmg addressr_

a _ MEDWATCH, HF-2 ' —
FDA.
- 5600 Fishers Lane '
- Rockville, MD 20857 ; B -
We remlnd you that you must comply with the rcqmrcments for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, contact Mana R. Walsh, M.S., Regulatory Project Manager at
(301) 443-8017.
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- - Sincerely,

S | ‘ . . /S/Z-g;i,—ff =TT - -

- : : Lilia Talarico, M.D. -

) , Director
e - i Division of Gastromtestmal and Coagulatlon Drug
' - . Products ™
- T Office of Drug Evaluation III
s T ) 7= Center for Drug Evaluation agd Research
— cc: ) JRp— B — ) - . - ———
Archival NDA 20-406/S-030
© - HFD-180Div.Files =~ Y A
HFD-180/PM/M.Walsh ~__ ] l == *—'
HID-180/H.Gallo-Torres =~ Y " '
HF-2/MedWatch (with labeling® - ~*
HFD-002/0RM (with labeling) _
HFD-103/ADRA (with labeling)
HFD-40/DDMAC (with labeling) . ' o
T -HFD-613/0GD (with labeling) _ T
HFD-95/DDMS (with labeling) o
HFD-820/DNDC Division Director - -
DISTRICT OFFICE )
final: M. Walsh 2/22/99 — - ‘ - = .
filename: — — -
APPROVAL (AP) - T
APPEARS THIS WAY
— ~ON ORIGINAL
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NDA 20-406/$-030

TAP Holdings Inc. . - i
Attention: Gary-€. Magistrelli. Ph.D. o

2353 Waukegari Road ] i D Y s el
Deerfield, IL_60015 -~ _. _ ) - 3 -

"Dear Dr. Magfs—trelli:

Pléase refer to your supplemental new drug apphcatzon dated June 5, 1998, received June 8.
1998, submitted under-section 505(b).of the Federal Food, Drug, and Cosmetic -Act for Prevacid
(lansoprazole) Delayed Release Capsules, ] —

This supplement proposes the followmo change(s): Revisions to the PRECAUTIONS and
- DOSAGE AND ADMINISTRATION section of the package insert to add statements about
sprinkling the granules on strained-pears and mixing the granules in orange or tomato leCe

We have completed the review of this application and it is approvable. Before thls appllcanon
may be dpproved, however, it will be necessary for you to submit final printed labeling revised as
follows:

L

Under DOSAGE AND ADMINISTRATION: ‘ ’ -

The following text should be moved to the end of this section. We believe that
information regarding the administration of the intact capsules should precede B -

information regarding alternative oral administration.

— — For patients

who have difficulty swallowing capsules, PREVACID Delayed-Release Capsules can
~ be opened. and the intact granules contained within can be sprinkled on one .. "~

tablespoon of applesauce or strained pears and swallowed immediately. The granules
should not betrushed or chewed. Alternatively. PREVACID Delayed-Release
Capsules may be emptied into a small volume of either orange juice or tomato juice
(60 mL), mixed briefly and swallowed 1mmed1atel} To insure complete delivery of”
the dose. the glass should be rinsed with two or more volumes of j _}ulCB and the
contents swallowed immediately.

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. Afier administering the
granules. the nasogastric wube should be flushed with addmonal apple juice to clear
——the tube.”




NDA 20-406/S-030 T o —
. Page?2 ’

2. A'subheader, such as “Alternative —— may be added to this
section to separate the information regarding the administration of the intact capsules
B o from that of the granules. The subheader should precede the sentence beginning. “For
patients who have difficulty swallowing capsules...”
- . In addition, all previous revisions as reflected in the most recently approved labeling must be
included. To facilitate review of your submission, please provide a highlighted or marked-up
copy that shows the changes that are being made.

Please submit 20 copies-of the final printed la;beling ten of which are individually mounted on _
heavy weight paper or similar material. - )

If additional information relating to the safety or effectiveness of this drug becomes available.

revision of the labeling may be required. - -

In addition, please submit three copies of the introductory promotional materials that vou propose
to use for this product. All proposed materials should be submitted in draft or mock-up form, not
final print. Please submit one copy to this Division and two copies of both the promotional
materials and the package insert directly to:

--Division of Drug Marketing, Advertising, and Communications, HFD-40 ___ -
Food and Drug Administration - :
5600 Fishers Lane ;

o Rockville, Maryland 20857 o : -

- -Within 10 days after the date. of this letter, you are required to amend the supplemental
. application, notify us of your intent to file an amendment, or follow one of your other options
- -_under 21 CFR 314.110. In the absence of any such action FDA may proceed to withdraw the
-application. Any amendment shoutdrespond to all the deficiencies listed. We will not process a
— partial reply as a major amendment nor will the review clock be reactivated until all deficiencies .
have been addressed. . '

This product may be considered to be misbranded under the Federal Food, Drug. and Cosmetic
Act if it is marketed with these change prior to-approval of this supplemental application.

If you have any questions. contact Maria R. Walsh, M_—S Regulatory Project Manager. at
(301) 443-8017. - -
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N cC: . _—
‘ Archival NDA 20-406/S-030
__HFD-180/Div. Files"
HFD-180/PM/M.Walsh -
HFD-95/DDMS '
DISTRICT OFFICE o

" Drafted by: M.Waish 12/9/98
Initialed by: L.Talarico 12/15/98
Revised: M.Walsh 12/15/98
final: M. Walsh 12/15/98
filename:

APPROVABLE(AE)

Sincerely,

/S re- T~
Lilia Talarico, M.D.
Director T

Division of Gastrointestinal and Coagulation Drig

Products - -
Office of Drug Evaluation III B
Center for Drug Evaluation and Research
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FINAL PRINTED LABELING _




_... PREVA

" DESCRIFTION
The active ingredient in PREVACID (lansoprazole) Delayed-Release Capsuies is a substi-
mted benzimidazole, 2-{{[3-methyl-4-(2.2,2-trifluorocthoxy)-2-pyridyl] methyl] sulfinyl]
benzimidazole, 2 compound that inhibits gastric acid secretion. Its empirical formula is
CisH;4FaN305S with 2 molecular weight of 36937, The structural formula ist

[¢)
H [i]
N 5-CH,, N
Ty
N il
- H,C

OCH20F3

. Lansoprazole is a2 white to browntsh-white odorless crystalline powder which-melts with
-decomposition at approximately 166°C. Lansoprazole is freely soluble in-dimethylfor-
imamide; soluble in methanol; sparingly soluble in ethanol; slightly soluble in ethy] acetate,
-dichloromethane and acetonitrile; very slightly solubie in ether; and practicatly insoluble in
hexane and water.
. Lensoprazole is stable when exposed to light for up to two months. The compound
 degrades in aqueous solution, the rate of degradation increasing with decreasing pH. At 25°C
the ty is approximately 0.5 hour at pH 5.0 and approximately I8 hours at pH 7.0.
is supplied in delayed-release capsules for oral administration, The delayed-
.lease capsules contain the active ingredient, lansoprazole, in the form of enteric-coated
: granules and are available in two dosage strengths: 15 mg and 30 mg of lansoprazole per cap-
sule, Each delayed-release capsule contains enteric-coated granules consisting of lansopra-
zole, hydroxypropyl cellulose, fow substituted hydroxypropy! cellulose, colloidal sificon
dioxide, magnesium carbonate, methacrylic acid copolymer, starch, takc, -sugar sphere,
sucrose, polyethylene glycol, polysorbate 80, and titanium dioxide. Components of the
gelatin capsule include gelatin, titenium dioxide, D&C Red No. 28, FD&C Biue-No. I,
FD&C Green No. 3%, and FDAC Red No. 40. -
* PREVACID 15-mg capsules oaly. Lo

CLINICAL PHARMACOLOGY -
Pharmacokinetics and Metabolism -
PREVACID Delayed-Release Capsules contain an enteric-coated granule formulation of lan-
soprazole. Absorption of lansoprazole begins only after the granules leave the stomach.
Absorption is rapid, with mean peak plasma levels of lansoprazole occurring after approxi-
mately 1.7 hours. Peak plasma concentrations of lansoprazole (Cnay) 2nd the area under the
plasma concentration curve-(AUC) of lansoprazole are approximately proportional in doses
*from 15 mg ® 60 mg after single-oral administration. Lansoprazole does not accumalate and
its pharmacokinetics are unaltered by muttiple dosifig,
Absorption
: The absorption of lansoprazole is rapid, with mean Cp, occwrming approximately
* 1.7 hours after oral dosing, and relatively complete with absoluts bicavailability over 80%. In
 healthy subjects, the mean (2 SD) plasma half-life was 1.5 (£ 1.0) hours. Both Cpax and AUC
are diminished by about 50% if the drug is given 30 minutes after food as opposed to the fast-
ing condition. There is no significant food effect if the AATE 15 giveh before meals. )
Distribution - ’
Lansoprazole is 97% bound to plasma proteins. Plasma protein binding is constant over the
* concentration range of 0.05 to 5.0 pg/ml..

- Metabolism

- Lansoprazole is extensively metabolized in the liver, Two metabolites have been identified in

: measurable quantities in plasma (the hydroxylated sulfinyt and sulfone derivatives of Iznso-

i prazole). These metabolites have very little or no antisecretory activity. Lansoprazole is

 thought to be transformed into two active species which inhibit acid secretion by (H*K*)-

! ATPase within the pariétal cell canaliculus, bt are not present in the systemic circulation. The
plasma elimination half-life of lansoprazole does not reflect its duration of suppression of
gastric acid secretion. Thus, the plasma elimination half-life is less thas two hours, while the
acid inhibitory effect lasts more than 24 hours,” -

e
3 il - :' NN
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Elimination _

Following single-dose oral administration of lansoprazole, virtually no unchanged lansopra- S P
zole was excreted in the urine. In one study, after a single oral dose of 'C-lansoprazole,
approximately onc-third of the administered radiation was excreted in the urine and two-
thirds was recovered in the feces. This implics a significant biliary excretion of the metabo-
lites of lansoprazale.

Special Populations

Gerigiric

The clearance of lansoprazole is decreased in the elderly, with-elimination half-life increased
approximately 50% to J00%. Because the mean half-life in the elderly remains beiween
1.9 10 2.9 hours, repeated once daily dosing docs not result in accumulation of lansoprazoie.
Pcak plasma levels were not increased in the elderly.

The pharmacokinetics of lansoprazole has not been invesfigated in patients <18 yemrs of age.

in 2 study comparing 12 male and six female human subj;:ts, no gender differences were
found in pharmacokinetics and intragastric pH results. (Also see Use in Women.)

in patients with severe renal insufficiency, plasma protein binding decreased by 1.0%-1.5%

after administration of 60 mg of Iansoprazole. Patients with renal insufficiency had 2 short-

ened elimination half-lif and decreased total AUC {free and bound). AUC for free Lansopra- -

zole in plasma, however, was niot related to the degree of renal impairment, and Cax and

Teax Were not different from subjects with healthy kidneys. .

In patients with various degrecs of chronic hepatic disease, the mean plasma hatflife of the

drug was prolonged from 1.5 houss to 3.2-7.2 hoars. An increase in mean AUC of up to 500%~

was observed at steady state in hepatically-impaired patients compared to healthy subjects. ™

Dose reduction in patients with severe hepatic discase should be considered. - - -

Race -

The pooled mean pharmacokinetic parameters of lansoprazole from twelve U.S. Phase { stpd-

ies (N=513) were compared to the mean pharmacokinetic parameters from two Asian stidies - CoL
(N=20). The mean AUCs of lansoprazole in Asian subjects were approximatcly twice those
seen in pooled U.S. data; however, the inter-individual variability was high. The Cpayx values
were comparable,
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ONORIGINAL - . " % i




———

PHARMACODYNAMICS ~ )

Mechanism of action - .

Lansoprazole belongs to a class of antisecretory compounds, the substituted benzimidazoles,

that do not exhibit anticholinergic or histamine Hy-receplor antagonist properties, but that

suppress gasiric acid secretion by specific inhibition of the (H*,K*)-ATPase enzyme system al

the secretory surface of the gastric parietal cell. Because this enzyme system is regarded ax . . s
- the acid (proton) pump within the parietal cell, lansoprazole has been characterized as 2 gas- o T

tric zcid-pump inhibitor, in that it blocks the final step of acid production. This effect is dose- . I

velated and feads to inhibitian of bath basal and stimulated gastric acid secretion irespective

of the stimulus. ’

Antisecreiory activity
Aftcr oral administration, lansoprazole was shown to significantly decrease the basal acid out-
put and significantly increase the mean gastiic pH and percent of time the gastric pH was
>3 and >4. Lanseprarale aiso significantly reduced mesl-stimulated gastric acid cutput and
secretion volumé, as well as pentagastrin-stimulated acid output. [n paticats with hypersecre-
tion of acid, lansoprazole significantly reduced basal and pentagastrin-stimulated gastric acid —_ T
secrction. Lansoprazole inhibited the normal increases in secretion volume, acidity and acid
T "Gutput induced by insulin.

10 a crossover study comparing lansoprazole 15 and 30 mg with omeprazole 20 mg-for five

days, the following effects on intragastric pH were noted: .

Mezan Antisecretory Effects after Single and Multiple Daily Dosing

PREVACID Omeprazole . N
Baseline 5mg . —]  30mg 20mg T
Parameter -~ - Value Dayl Day5s Day! Day5 |Dayl Day5
Mean 24-Hour pH 21 2T 407 36 49 25 427 .
Mean Nighttime pH L9 24 3.0+ 26 38 22 30¢ -
% Time Gastric pH>3 18 33+ spt 51 72* ot 6t
% Time Gastric pH>4 12 22 49+ 41* 66" 19 s

NOTE:Animum:icpﬂof#mﬂmamdmioninmﬁcuidby%.

*{p<0.05) versus bascline, lansoprazole £5 mg and omeprazole 20 mg. -

*(p<0.05) versus basetine only. .

After the initial dose in this study, increased gastric pH was seen withir 1-2 hours with lan- -

soptazole 30.mg, 2.3 hours with Iansoprazole 15 mg, and 3-4 hours with omeprazole 20 mg.

Alfter multiple daily dosing, incredsed gastric pH was seen within the first hour postdosing

with Iansoprazole 30 mg and within 1-2 hours postdosing with lansoprazole I5 mg and

omeprazole 20 mg. - . _
Acid suppression may enhance the effect of antimicrobials in eradicating Helicobacter -

pylori (H. pylori). The percentage of time gastric pH was elevated wbove 5 and 6 was evalu-

ated in 2 crossover study of PREVACID given q.d., bi.d, and tid. i e

——— MeanAntisecretoryEﬁectsAﬂerSDaysofb.i.d.andl.i.d.Dosing APPEARS THIS WAY .
: PREVACID .

Parameter - O megd | TSmpbhad. 30 mg bid. 30 mg t.id, ’ ) 0" ORi N L i

% Time Gastric pE>3 43 ¥ o 7 : , ‘ Gl ;Al’ S

% Time Gastric pH>6 20 23 28 45¢ ' ' . '

*(p<0.0%) versus PREVACID 30 mg q.d, ] - ‘ ' c e
pﬂnnvmuPREVACmJOmgq.d,ISmgbs.d.andBOmghid. ’ :

The inhibition of gastric acid secretion as measured b intragastric pH retumns gradually to nor- ~ —~ .
mal overtwo-to fmys after multiple doses, There é ho mdmuog of rebound gastru:y acidity, "~ - ,
Enterochromuffin-like (ECL) cell effects :

During lifetime éxposure of rats with up to 150 mg/kg/day of lansoprazole dosed saven days

per week, marked hypergastrinemia was observed followed by ECL cell proliferation and for-

, mation of carcinoid tumors, especially in female rats, (See PRECAUTIONS, Carcinogenesis, -
Mutagenesis, impairment of Fentility,) - . .

Gastric biopsy specimens from—the body of the stomach from approximately -j . ' o

150 paticnts treated continususly with lansoprazale for at least one year did not show evi- : ' . LR
dence of ECL cell effects similar to those seen in rat smdies. Longer term data are needed to '
tule out the possibility of an increased risk of the development of gastric tumors in patients
receiving long-term therapy with lansoprazole. -

Other gastric effects in humans
Lansoprazole did not significantly affect mucosal blood flow in the fundus of the stomach.
Due to the normal physiologic effect caused by the inhibition of gastric acid secretion, a
decrease of about 17% in blood flow in the antrum, pylorus, and duodenal belb was seen.
Lansoprazole significantly sfowed the gastric emptying of digestible solids. Lansoprazole
increased serum pepsinogen levels and decreased pepsin activity under basal conditions and -
in response to meal stimulation or insulin injection. As with other agents that elevate intra-
gastric pH, increases in gastric pH were associated with increases in nitrate-reducing bacte-
tiz and elevation of nitrite concentration in gastric juice in patiems with gastric uicer. No _ -
significant increase in nitrosamine concentrations was observed,
“Serum gastrin effects —
In over 2100 patients, median fasting s2rum gastrin levels increased 50% to 100% from base-
line but remained withic normal range after reatment with Iznsoprazole given orally in doses
_ oflSmtomm.nmdmﬁmmdwdaphwauwi&in two months of therapy and
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returned 1o pretreatment levels within four weeks after discontinuation of therapy.

-Endocrine effects -
Human studies for up to one year huve not detected any clinically significant effects on the
endocrine system: Hormones studied include testosterone, luteinizing hormone (LH), follicle
stimulating hormone (FSH), sex hormane binding globulin (SHBG), dehydroepiandrosterone
sulfate (DHEA-S), prolactin, cortisol, estradiol, insulin, aldosterone, parathormone,
glucagon, thyroid stimulating hurmone (TSH), triiodothyronine (T3). thyroxine (Tg), and
somatotropic hormone (STH). Lansoprazole in oraf doses of 15 to 60 mg for up to one year
had no clinically significant effect on sexual function. In addition, lansoprazole in oral doses
of 15 to 60 mg for two to eight weeks had no clinically significant effect on thyroid function.
In 24-month carcinogenicily studies in Spraguc-Dawley rats with daily dosages up to
150 mg/kg, proliferative changes in the Leydig cells of the testes, including benign neopiasm,
were increased compared to control rates.

Other effects

No systemit effects of iansoprazole on the central nervous system, lymphoid, hematopoietic,
renal, hepatic, cardiovascular or respiratory systems have been found in humans. No visual
toxicity was observed among 56 patients who had extensive baseline eye evaluations, were
treated with up to 180 mgfday of lansoprazole and were observed for up to 58 months. Other
rat-specific findings after lifetime exposure included focal pancreatic atrophy, diffuse kym-
phoid hyperplasia in the thymus, and spontaneous retinal atrophy.

CLINICAL PHARMACOLOGY. )
MICROBIOLOGY -
Lansoprazole, clarithromycin and/or amoxicillin huve been shown to be active against most
strains of Helicobacrer pylori in vitro and in clinical infections as described in the INDICA-
TIONS AND USAGE section.

Helicobacter . ’ —

Helicobacter pylori

Clarithromycin pretreatment resistance (2 2.0 pg/mL) was 9.5% (91/960) by E-test and
11.3% (12/106) by agar dilution in the dual and triple therapy clinical trials (M93-125, M93-
130, M93-131, M95-392, and M95-399).

Amoxicillin pretreatment susceptible isolates (£ 0.25 pg/mL) occurred in 97:8% (936/957)
and 98.0% (98/100) of the patients in the dual and triple ferapy clinical trials by E-test and
agar dilution, respectively. Twenty-one of 957 patients (2.29%) by E-test and 2 of 100 patients
{2.0%) by agar dilutior had amoxicillin pretreatment MICs of > 0.25 pg/mL. One patient on
the 14 day wiple therapy regimen had an unconfirmed pretreatment amoxicillin minimum
inhibi;:ry. concentration (MIC) of > 256 ug/ml. by E-test and the patient was eradicated of
H. pylori. o

Clarithromycin Susceptibility Test Results and Clinical/Bacteriological Qutcomes®

Clarithromycin Pretreatment Clarithromycin Post-treatment
Resuits Resulis
H. pylor{ negative- H. pylori positive-
eradicated not eradicated
Post-treatment suscaptibility resuits

5 r R} No MIC

Triple Therapy 14-Day {lansoprazole 30 mg bi.d/amoxicillin 1 gm b.i.d/clarithromycin
500 mg b.id.) (M95-399, M93-131, M95-392)

Susceptible? 112 - 105 7
Intermediate® - 3 3
Resisrant 17 3 7 - 4_

Triple Therapy 10-Day (lansoprazole 30 mg b.i.d.Jamoxicillis | gm b.i.d/elarithromyein
500 mg b.i.d.) (M95-399) )

Susceptible’ 42 B 40 I 1
Intermediate?
Resistant’ 4. 1 3

< Includes only patisnts with prctreélmem clarithromycin susceptibility test resuits

* Susceptible (5) MIC £0.25 $g/mL., Intermediate (1) MIC 0.5 - 1.0 ug/mL, Resistant (R)
MIC 2 2 pg/mL
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Patients not eradicated of I, pylori following IansupmmldammiciIlinlcfarithmmycin triple
therapy will likely have clarithromycin resistant H. pyfori, Therefore, for thase paticnats wha
fail therupy, clurithromycin susceptibifity testing should be done when possible. Patients
with clarithramycin resistant 5. pyfori should not be treated with tansaprazole/amoxicillin/
clarithromycin triple therapy or with regimens which include clarithromycin as the sole
antimicrobial agent.

Amoxicillin Susceptibility Test Results and Clinical/Bacteriological Outcomes

In: the dual and triple therapy clinical triats, 82.6% (195/236) of the patients that had pre-
treatment amoxicillin susceptible MICs (< 0.25 pp/mL) were eradicated of H. pylori. Of those
with pretreatment amoxicillin MICs of > 0.25 pe/ml., theee of six had the H. pylori eradi.
cated. A ttal of J0% (21/70) of the patients fuiled lansoprazole 30 mg vi.d.famoxicillin | gm
t.i.d. dual therapy and a total of 12.8% (22/172) of the patients failed the [0-and-14 day triple
therapy regimens. Post-treatiment susceptibility results were not obtained on 1 of the patients
who failed therapy. Nine of the 11 patients with amoxicillin post-treatment MICs that failed—
the triple therapy regimen also had clarithromycin resistant f. pylori isolates.

Susceptibility Test for Helicobacter pylori
The reference methodology for susceptibilily testing of H. pylori is agar dilution MICs.! One
to three microlilers of an_ inoculum equivalent to 2 No. 2 McFarland standard {1 x 107 .
I x 10® CFUImL for H. pylori) are inoculated directly onto freshly prepared antimicrobial
containing Mucller-Hinton agar plates with 5% aged defibrinated sheep blood (2 2 weeks
old). The agar dilution plates are incubatsd at 35°C jn a microzerobic environment produced
- by a gas pencrating system.suitable for campylobacters. After 3 days of incubation, the MICs
are recorded as the lowesteoncentration of antimicrobiat agent required to inhibit growth of
the organism. The clarithromycia and amoxicillin MIC values should be interpreted acceord-
ing to the following criteria:

? These are tentative breakpoints for the agar dilution methodology and they should not be
used to interpret results-obtained using alternative methods.

® There were not enough organisms with MICs > 025 pg/mi to determine a resistance
breakpoint. .
Standardized suscoptibility test procedures require the use of laboratory control microorgan-

isms to control the technical aspects of the laboratory procedures, Standard clarithromycin
and amoxicillin powders should provide the following MIC values:

Microorganism - —Antimicrobial Agent MIC (ug/mLy
H. pylori ATCC 43504 Clarithromyein 0.015-0.12 meg/mL
H. pylori ATCC 43504 Amoxicillin 0.015-0.12 meg/mL

# These are quality control ranges for the agar dilution methodology and they should not be
used to control test results obtained using alternative methods. )

Reference -
L. National Committes for Clinical Laboratory Standards. Summary Minutes, Subcommittes
on Antimicrobial Susceptibility Testing, Tampa, FL, January 11-13, 1998, -

Clarithromycin MIC (ug/mL)? Interpretation B
£0:25 Susceptible (S)
0.5-1.0 [ntermediate (1) S
220 Resistant (R)
Amoxicillin MIC (ug/mL)y’ Interpretation
£0:25 . Susceptible (S)

T
s
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CLINICAL STUDIES _ ; i
Duodenal Ulcer - .

In 2 U.S. melticenter, double-blind, placeho-controiled, dose-response (15, 30, and 60 mg of

PREVACID once daily) study of 284 patients with endascopically. documented duodenal

ulces, the percentage of patients healed after two and four wesks was significantly higher with

all doses of PREVACID than with placebo, There was no evidence of a greater or earlier

response with the two higher duses compared with PREVACID 15 mg. Based on this study
and ‘the second study described below, the recommended dose of PREVACID in duodena!

ulcer is 15 mg per day. .

Duodenal Ulcer Healing Rates

PREVACID Placebo
15 mg q.d. 30 mg g.d. 60 mg q.d. -
Week (N=6%) {N=74) {N=70) (N=72) - ) S -
2 42.4%"* 35.6%" 39.0%" 1L3% B
4 89.4%* 9L.7%"* 89.9%* 46.1% '

*(ps0.00F) versus phicebo.

PREVACID 15 mg was significantly more effective than placebo in relieving day and night-
time abdomina! pain and in decreasing the amount of antacid taken per day.
ouble-blind, placebo-controlied, dose-compari-

In 2 second, U.S. multicenter study, also d

son (15 and 30 mg of PREVACID once daily), and

280 patients with endoscopically document

ed d

includitig 2 comparison with ranitidine, in
uodenal ulcer, the percentage of patients

healed afier four weeks was significantly higher with both doses of

PREVACID than with - - L

placebo. Thers was no evidence of a greater or earlier response with the higher dose of

PREVACID. Although the 15-mg dose of PREVACID was superior
the lack of significant difference a1 2 weeks and the absence of a di

to ranitidine at 4 weeks,
flerence between 30 mg

of PREVACID and ranitidine leaves the comparative effectiveness of the two agents undeter-

mined. )
Duodenzl Ulcer Healing Rates e
PREVACID Ranitidine Placebo
5mgqd.  30mggqd. 300 mg h.s.
Week (N=80) (N=77) (N=82) {N=41) -
2 35.0% 44.2% 30.5% 34.2%
- 4 92.3%* 80.3%* 70.5%* 47.5%
*(p<0.05) versus placebo, -
**(p<0.05) versus placebo and renitidine. -

H, pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence
Randomized, double-blind clinical studies performed in the U.S. in patients with
__H. pylori and duodenal ulcer disease {defined as an active ulcer or history of an ulcer within -
one year) evaluated the efficacy of PREVACID in combination with amoxicillin capsules and
clarithromycin tablets as triple 14-day therapy or in combination with amoxicillin capsules as ) . o
dual 14-day therapy for the eradication of . pylori, Based o the results of these studies, the . . o
safety and efficacy of two differcnt emadication regimens wers established: . T N
Triple therapy: PREVACID 30 mg b.i.dJamoxicillin 1 gm b.i.d./clarithromycin

500 mg bid
“Dual therapy: PREVACID 30 mg t.i.d.Jamoxicillin

lgmtid

All treatments were for |4 days, H. pylori eradication was defined as two negative tests (cul-
ture and histology) at 4-6 weeks following the end of treatment.

Ttiple therapy was shown to be more effective than

all possible dual therapy combinations.

H. pylori has been shown to reduce the risk

of duodenal ulcer recurrence.,

]
— Dual therapy was shown to be more effective than both monotherapies. Eradication of I
t

A randomized, double-blind clinieal study performed in the U.S. in patients with . pylori s ) )
and duodenal ulcer disease (defined as an active ulcer or history of an ulcer within one year) ' - ' , o
corpared the efficacy of PREVACID triple therapy for 10 and 14 days. This study established L
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that the 10-day triple thempy was equivalent 10 the ld—dny tnp[c therapy in eradicating

H. pylari. _ ‘
M. pylori Eradication Rates — Triple Therapy
{PREVACIDAmoxicillin/clarithromycin}
Percent of Paticats Cured
[95%: Confidence Intcrval]
{Number of patients)
Triple Therapy Triple Therapy -~
Study Duration Evatuable Analysis® Inteat-to-Treat Analysis? -
M93-131 14 days gt 86!
[80.0-97.7| [73.3-93.5] -
{N=48) {N=55)
MY5-392 14 days i 83
. [75.793.6] [72.0-90:81
- [ (N=66) {N=70)
M93-399+ " 14 days 85 82 -
[77.0-91.0] [73.9-83.11
© {N=113) {N=126} -
- 10 days 84 2L
- [76.0-89.8} [73.9-87.6} _ _

—— (N=123) T (N=135) -

*Based on evaluable patients with confirmed duodenal ulcer (active or-wilkiin one year) and H. pylori infection

at basaline defined as at least two of three positive endoscopic tests from CLOuest® (Delta West Lid., Bentley,
- - Ausiraliz), histology andfor cutture. Patients were included in the analysis if they completed the study.

Additicnally, if patients dropped out of the study due to an asdverse cvent relsted lothcmdydmg they were
lndudedm the evaluable analysis as failures of thepy.
*Patients were inciuded in the analysis if they had'documented H. pylori infection at baseline as defined above
lndh:d:eonﬁmedduodﬂnlulw(mwwulunwymLAlldmpwuvmmdudcdnfm[umofﬁ\empy
(p<0.0$) verzus PREVACID/amoxicillin and PREVACID/clarittromycin dual therapy -
(pcD.OS) versus clasithromycin/amexicillin dual therapy '

*The 95% confidence interval for the difference in eradication rates, 10-day minus |4-day is {-105, 8.1) inthe
evaluable analysis and (-9.7, 9.1} in the intent-to-treat analysis. -

H. pylori Eradication Rates - 14-Day Dual Therapy -- .. -

~ {PREVACID/amoxicillin) _
Percent of Patients Cured
{95% Confidence Interval]
. (Number of patients)
Dugl Therapy ___ Dual Therapy - -
Study Evaluable Analysis® Intent-to-Treat Analysis? :
M93-13t . m 70t
[62.5-87.2] -156.8-81.2]
{N=51) {N=60) : .
M93-125 664 61t '
[51.9-77.51 —48:5-72.9]
(N=58) {N=6T) -
*Based on evaluable patients with confirmed duodenal ulcer {active or within 05 yent) and H. pylorf infection at S - S -:-_:":-:5':

baseline defined a3 3t least two of three pasitive endoscopic teses from C1.Qrest®, listolugy and/or culture. : : -- - —
Patients were included in the analysis if they completed the study. Additionally, if patients dropped out of the ! -
smdyduewanndmsem::lmdwmemdydmg.uzywucmcluddmtbeanalysisnfmlm:sofﬂmapy
Pauenumuwludedfumcmulym:fd)eyhaddocumenwdﬂ pyloni infection or baseline as defined above
mdlnduoanﬁmedduodmalulm(meoruuunmeym}Alldmpouuweremcludedlsfaﬂmuofﬂwmpy : . - '
(p<0.05)vemlsPREVACﬂ)|.lone. . Lo . ' e
(p&ﬁ)mus?kﬁVAﬂDdommmlhnﬂm R -

APPEARS THIS WAY-
ON ORIGINAL




Long-Term Maintenance Treatment of Duodenal Uleeis . - .
PREVACID hus been shawn to prevent the recurrence of dundenat ulcers. Two independent, T ‘
doehic-biind, multicenter, controlled trials were conducted in patients with endoscapically -
confirmed healed duadena! ulcers, Patients remained healed significantly longer and the num.
her of recurrences of duodenal ulcers was significantly kess in patiems tremicd with
PREVACID thin in paticnts treated with placebo over 2 12-month period.

Endoscopic Remission Rates
’ Tra 3 "
Teial | Drug No. of Pts. -3 mx, 0-6mo.  0-12 mo. _ ~

#1 | PREVACID I5 mg q.d. 86 9% 7% 4%

Placcha 83 9% 41% Y%
#2 | PREVACID 30 mg q.d. 18 %4%* 94%* R5%"

PREVACID 15 mg q.d. 15 1%t — 9% %"

PMaccho 15 3% % 0% : ) )

r=tafe Table Extimate - -
{001 versus plucebo, B )
In trial #2, no sigaificant difference was noted-between PREVACID 15 mg and 30 ing in
maintaining remission. '

- Gastric Ulcer :
In & U.S. multicenter, doable-blind, placebo-controlled study of 253 patients with endascop- -~ -
" ically documented gastric ulcer, the perceatage of patients healed at four and eight weeks was - .
significantly higher with PREVACID 15 mg and 30 mg once a day than with placebo. —_ -

Gastric Ulcér Healing Rates — .
PREVACID Placeho -
15mgqd. 30 mg q.d. 60 mg q.d.
Weck {N=63) {N=63) {N=61) {N=64)
4 64.6%* 58.1%* 53.3%* 31.5%
8 92.2%" 96.8%" 93.2%"* 76.7% .

___ “(ps0.05) versus placebo.

Patients treated with any PREVACID dose reported significantly less day and night abdomi-
nal pain along with fewer days of antacid use and fewer antacid tablets used per day than the
placebo group.
Independent substantiation of the effectiveness of PREVACID 30 mg was provided by a - .
meta-analysis of published and unpublished data, - - ——

Gastroesophageal Reflux Disease (GERD)
Symptomatic GERD
In & U.S. multicenter, double-blind, placebo-controtied study of 214 patieats with frequent
GERD symptoms, but no esophageal erosions by endoscopy, significantly greater relief of ¢
. heartburn associated with GERD was observed with the administration of lansoprazole 1Smg ¥ -+ - bit i yen L B0
- once daily up to 8 weeks than with placebo. No significant additional benefit from lansopra- |
- zole 30 mg once daily was observed. . -
" The intent-to-treat analyses demonstrated significant reduction in frequency and severity
of day and night heartburn, Data for frequency and severity. for the 8-week ireatment period - R
were as follows: . Lot

Frequency of Heartburn

Variable Placcbo  PREVACID I5mg PREVACID30mg’ -

: (n=43) (a=80) (=86) ¥

; — e Median

—— % of Days without Heartburn . . -
_ - Week 0% Ti%* ) 46%*

Week 4 1% 81%* T6%*
Week 8 L 13% 84%* 829+

% of Nights without Heartbum :
Week | 17% 86%* 51%* ' -
Week 4 5% - 89%* T3%* S
Week B 36% 92%+ 80%+ _APPEARS THIS WAY
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Paticots treated with any PREVACID dose reported significantly less day and night abdon-
nal pain along with fewer days of antavid use and fewer antacid tablets used per day than the
placeba group.

Independent substantiation of the effectiveness of PREVACID 30 mg was provided by a
meta-analysis of published and unpublished duts,

“Gastroesophageal Reflux Disease (GERI) ) .t
Svnywomatic GERT) - Ty -
In a U.S. nulticenter, double-blad. placebo-controlied \iudy of 214 patients with Frequent '
GERD symptoms, hut no esophageal erosions by endoseopy, significantly greater relicf of
heartbura associnted with GERE was ohserved with the administration of lmnsoprazoie 15 my
- onee daily up to R weeks than with placebo. No agnificant additional benelit from Linsopra-
Zode 30 mg once daily was ohserved.
The intent-toctreat analyses demonstrated significant reduction in frequency and severity —
of day and night heartburn, Data tor frequency and severty for the X-week treztment period

were as follows;

Frequency of Heartburn

Variable ; Placcbo _ PREVACID 1Smg  PREVACID 30 mg
=4y {n=80y {n=86) —-
- Median . .

% of Days without Heartburn - — -

Week 1- 0% 1%+ 46%*

Week 4 1% 1% i T6%*

Week 8 ) ’ 1 3% R4dh* 82%* N - e
% of Nights without Heartburn B

Week | 17% BO%* 57%*

Week 4 5% 890b* T3%* R _

Week 8 6% QY%+ A -
*{p<0.01) versus placebny. R

Maan Severity of Day Heartburn By Study Day For Evaiuable Patients
{3=Severe, 2=Moderate, 1=Mild, 0=None}

25 =
-o-Placebo T ——
e 204 =s-Lansoprazole 15 mg QD
- ~d-Lanzoprazole 30 mg QD

Mean Severity of Day Heartburn

AR AL Aaat At adasi s Aesss s g nene iana s niad g o )
’“ . Days from Start of Treatment i -
Mean Severity of Night Heartburn By Study Day For Evaluable Patients ‘ S .

{3=Savere, 2=Moderats, 1=Mild, 0=None)

wlen = -5 APPEARSTHISWAY - =
Ea Lomcpezo 0 ma a0 OH ORIGINAL
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Erosive Esophagitis
[n a U.S. multicenter, double-blind
mult T, , placebo-controlled study of 269 pati i i
:n:iozci:?glc dxag:_ms:s.of esophagitis with mucosal gradingyof 2 orpr:!n:::“:ne;mra?ii o
gnifying erosive disease, the percentages of patients with healing were as fu?lows? 3and

APPEARS THIS WAY
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Erosive Esophagitis Healing Rates ,
PREVACID Placcho —
15 mg q.d. 30 mg qd. o0 mg ¢.d. . I
B Week (N=469) (N=65) (N=72) {N=63) ]
- GT6% 3I% ROG®™ | I28%
-6 81.7%* 95.4%"* 94.3%* 325%
8 90.9%" 95.4%"* 94.4%" 52.5% L

HpsSO.001 ) versus placeho.

*(p<0.0S) vessas PREVACID 15 mg and placebo,

In this study, afl PREVACID groups reported significantly greater relicl of heartburn and less

day and night abdominal puin along with fower days of antacid use and fewer antacid tablets

taken per day than the placebo group.
Although all doses were effective, the carlier healing in the higher two doses supgests

30 mg q.d, as the recommended dase. _—
PREVACID was also compared in a U.S. multicenter, double-blind study 102 fow dosc of

ranitidine in 242 patients with erosive reflux esophagitis. PREVACID at 4 dose of 3¢ mg was

significantly more cffective than ranitidine 150 mg b.i.d. as shown below.

Erosive Esophagitis Healing Rates

~ PREVACID Ranitidine j
30 mg q.d. 150 mg b.id. . -
Week —1— (N=115) .. (N=127} - - . -
. — 7 66.7%° 3R.1% T T
4 ’ 875%" 520%
6 93.0%" 67.8% T . ;
8 92.1%* 69.9% : . o

" S{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 demonstrates cffectiveness of PREVACID in healing erosive esophagi-
tis, it does not represent an adequate comparison with ranitidine because the recommended
ranitidine dose for esophagitis is 150 mg q.i.d., twice the dose used in this study.

in the two trials described and in several smaller studies mvol\nng patients with moderate
to severe erosive esophagitis, PREVACID produced hca!mg rates similar 1o those shown
above.

In a U.S. multicenter, double-blind, active-controlied study. 30 mg of PREVACID was o
compared with ranitidine 150 mg b.id. in 151 patients with crosive 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, o
cimetidine - 800 mg/day, ranitidine 300 mg/day, famotidine 40 mg/day or nizatidine
300 mg/day. PREVACID 30 mg was more effective than ranitidine 150 mg b.i.d, in healing ) f_
reflux esophagitis, and the percentage of patients with healing were as follows. This study
does not constitute 2 oompanson of the effectiveness of histamine Hj-receptor antagonists
with PREVACID, as all patients had demonstrated unresponsiveness to the histamine
Hj-recepior antagonist mode of treatment. It does indicate, however, that
PREVACID may be useful in patients failing on a histamine Hy-receptor antagonist,

Reflux Esophagitis Healing Rates in Patients Poorly Responsive to
Histamine Hj-Receptor Antagonist Therapy ’

2
1

PREVACID Ranitidine . o T S _"‘
30.mg q.d. 150 mg b.id. S e . oL e
Week (N=100} (N=51) - - . R
4 T4 1% 426% : o o
8 ) 83.7%* 32.0% ) . C R

*(p<0.001} versus ranitidine. -

APPEARS THIS WAY
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Long-Term Maintenance Treatment of Erosive Esophagitis ' .
Two independent, double-bling, multicenter, controlled trials were conducted in patients with

endoscopically confirmed healed esophagitis. Patients remained-in remission significantiy

longer and the number of recurrences of erosive esophagitis was significantly fess in patienis

treated with PREVACID than in patients treated with placebo over & 12-month period,

Endoscopic Remission Rates ) . —
= E R - sl
Teial} Drug No.ofPts.  0-3mo.. 06mo.  0-12 mo. ‘ . R

#1 | PREVACID {5 mg qd. 59 3%’ 8% %

PREVACID 30 mg q.d. 56 3% 93%* 20%"

Placebo S5 31% 7% 4%
#2 | PREVACID 15 mg g.d. 50 4% 2%* 67%* -
| PREVACID 30 mg q.d. 49 5% 2%"* 35%"* -

Placebo 47 16% 13% 3% . S

FaLife Table Estimate

*{ps0.001) versus placebo. .
Regardless of initial grade of erosive esophagitis, PREVACID {5 mg and 30 mg were simi-
lar in maintaining remission. i .-

Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome

In open studies of 57 patients with pathological hypersecretory conditions, such as Zollinger-—— Bt
Eliison (ZE)-syndrome with or without multiple endocrine adenomas, PREVACID signifi-

cantly inhibited gastric acid secretion and controlled associated symptoms of diamrhea,

anorexia and pain. Doses ranging from {5 mg every other day to 80 mg per day maintained

3 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. (Se¢ 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-

- &ver, in S0me-patients, serum gastrin increased to levels greater than those present prior to ini-
tiation of lansoprazole therapy. - — -

) | APPEARS THISWAY -~ - -
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INDICATIONS AND USAGE

Short-Term Treatment of Active Duodenal Ulcer To-

PREVACID Delayed-Release Capsules are indicated for short-term treatment (up to 4 wecks)
for healing and sympiom relief of active duodena! ulcer.

H. pylori Eradication to Reduce the Risk of Duedenal Ulcer Recurrence : ‘ PR

PREVACID Delayed-Release Capsules, in combination with amoxicillin plus clarithromycin
as triple therapy, are indicated for the treatment of patients with 4, Pylori infection and dug.
denai ulcer disease (active or one-year history of a duodenal ulcer) to eradicate &, plori.
Eradication of #, pylori has been shown to reduce the risk of duodena) uleer recurrence, (See
CLINICAL STUDIES and DOSAGE AND ADMINISTRATION. T

FREVACID Delayed-Release Capsules, in combination with amoxicillin as dual therapy, are
indicated for the tremment of patients with 4. pylori infection and duodenal uicer disease

Maintenance of Healed Duodensl Ucers —
- ~-PREVACID Delayed-Release Capsules are indicated to maintain healing of duodenal ulcers, T
Controlled-studies do not extend beyond 12 months, ; :

-Short-Term Treatment of Active Benign Gasfric Ulcer _
PREVACID Delayed-Ralease Capsules are indicated for short. term treatment (up to 8 waeks) -
for heating and symptom relief of active benign gasiric ulger, .

“Gastroesophageal Reflux Disease (GERD) -

Short-Term Treatment of Sympiomaric GERD o -
~ PREVACID Delayed-Release Capsules are indicated for the treatment of heartburn and other

symptoms associated with GERD.

Short-Term Treatmeny of Erosive Esophagitis
PREVACID Delayed-Release Capsules are indicated for shor-term treatment (up 10 -
8 weeks) for healing and Symptom relief of all grades of erggive esophagitis. - '
For patients who do not hea? with PREVACID for 8 weeks (5-10%), it may be helpful 1o
Zive an additional 8 weeks of treatment. -
If there is a recurrence of erosive csophagitis an additional 8-week course of
PREVACID may be considered.

Maintenance of Healing of Erosive Esophagitis . o -
PREVACID Delayed-Release Capsules are indicated 10 marntain healing of erosive esophagi- .
tis. Controlled studies did not extend beyond 12 months ™ )

~  Pathological Hypersecretory Cﬁﬁ&itions Including Zollinger-Ellison Syndrome . . i
- PREVACID Delayed-Release Capsules are indicated for the long-term treatment of patho- 5 ‘ . ce el
logicat hypersecretory conditions, including Zollinger-Ellison syadrome, : o

- APPEARS THIS WAY
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CONTRAINDICATIONS ‘
PREVACID Delayed-Release Capsules are contraindicated 1n paticnts with known hypersen- —
sitivity to any component of the formulation.
Amoxicillin is contraindicated in patients with a known hypersensitivity to any penicillin. -
(Please refer to full prescribing information for amexicillin before prescribing. )
Clarithromycin is contraindicated in patients with a known hypersensitivity 13 any
macrolide antibiotic, and in patients receiving terfenadine therapy who have preexisting car-
diac abnormalities or electrolyte disturbances. (Please refer to full preseribing information for
clarithromycin before preseribing.)

WARNINGS

CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT IN
CLINICAL CIRCUMSTANCES WHERE NO ALTERNATIVE THERAPY IS APPROPRI-

ATE. IF PREGNANCY OCCURS WHILE TAKING CLARITHROMYCIN, THE PATIENT
SHOULD BE APPRISED OF THE POTENTIAL HAZARD TO THE FETUS. (SEE WARN-

INGS IN PRESCRIBING INFORMATION FOR CLARITHROMYCIN.)

Pseudomembranous colitis has been reported with nearly all antibacterial agents,
including clarithromycin and amoxicillin, and may range in severity from mild to file .
threatening. Therefore, it is importanit to consider this diagnosis in patients who present  ~
with diarrhea subsequent to the-administration of antibacterial zgents.

Treatment with antibucierial agents alicrs the-nennal fora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is &
primary cause of “untibiotic-sssociated colitis™. ’ - -

After the disgnosis of pscudomembranous colitis has been established, therapeutic mea- -

_ sures should be initinted. Mild cases of pseudomembranous colitls vsually respond o dis- - -
cofitinuation of the drug alone. In moderate 1o severe cases, consideration should be given 1o
management with fluids and clectrolytes. protein supplementation, and reatment with an-—
. antibacterial drug clinically effective sgaingt Closiridiem difficile cofitis. - - -
- Ser_ious and occusionally Fataf hypersensitivity (anaphylacticyreactions have been reported -
tn patients on penicillin therapy. These reactions are more apt 1o oceur in individils with a
history of penicillin hypersensitivity andfor a history of sensitivity to multiple allerpens.
There have been well documented repons of individuals with a history of penicillin kyper-
,Sensitivity reactions who have expericnced severe hypersensitivity reactions when treated
with a oephaigsporin. Before initiating therapy with any penicillin, careful inguiry should be
made concerning previous hypersensitivity reactions 1o penicillins, cephalosporins, and ather - -
__allergens. If an allergic reaction occurs, amoxicitlin should be discontinued and the appropri-

APPEARS THISWAY . .
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atc 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 . ' ' e
Symptomatic response to therapy with lansoprazole does not preciude the pfcst.ncc of gastric c
malignancy.

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

Alternative Administration Qptions .
For patients who have difTiculty swallowing éapsules, PREVACID Delayed-Release Capsules -
can be opened, and the intact granules contained within can be sprinkicd on ane teblespoon
___of cither applesauce, ENSURE® pudding, coltage cheese, yogurt or strained pears and swal-
" towed immediately. The granules should not be chewed or crushed. Alternatively, PREVACID -
Deltyed-Release Capsules may be emplied into 4 small volume of either orange juice or :
tomato juice (60 ml. - approximately 2 ounces), mixed briefly and swallowed immediately.
To insure complete delivery of the dose, the glass should be rinsed with two or more volumes

" of juice and the contents swallowed immediately. The granuies have also been shown in vitry
to remain intact when exposed to apple. cranberry, grape, orange, pineapple, prung, 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 opcned and the intact granules mixed in 40 mL of apple juice and injected lhrough the
nasogastric tube into the stomach. After adminisiering the granuics, the nasogastric tube -
should be flushed with additional apple juice to clear lhc tube. |

Drug Interactions -
Lansoprazole is metabolized through the cytochrome Pysg system. specifically through the

CYP3A and CYP2C19 isozymes. Studies have shown that lansoprazole does not have clini-

cally significant interactions with other drugs metabolized by the cytochrome Pysp system,

such as warfarin, antipyrine. indomethucin, ibuprofen, phenytoin, propranolol, prednisone—
diazepam, clarithromycin, or terfenadine in healthy subjects. These compounds are metabo-

lized through various cytochrome Pysg isozymes including CYP1A2, CYP2C9, CYP2CIY,

CYP2D6, and CYP3A. When lansoprazole. was administered concomitantly with theo-

phylline (CYPIA2, CYP3A), 2 minor increase (10%) in the clearance of theophylline was -
seen. Because of the small magnitude and the direction of the effect on theophylline clear-

ance, this interaction is unlikely to be of clinical concern. Monetheless. 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 significant interaction with amox-
ieillin, -

In a single-dose crossover study examining lansoprazole 30 mg and omeprazolc
20 mg each adeninistered alone and concomitantly with sucralfate 1 gram, absorption of the .
proton pump inhibitors was delayed and their bicavailability was reduced by 17% and 16%,¢ =~ - R
respectively, when administered concomitantly with sucralfatc. Therefore, praton pump oo
inhibitors-should be taken at least 30 minutes prior to sucralfate. In clinica! trials, antacids .
wete administered concomitantly with PREVACID Delayed-Release Capsules; this did not R A
interfere with its effect. R ‘ ST e

Lansoprazole causes a profound and long-lasting inhibition of gastric acid secretion; there- ] o :
fore, it is meoreucally possible. that lansoprazole may interfere with the absorption of drugs
where gastric pH is an important determinant of bioavailability (eg, ketoconazole, amplcdlm .
esters, iron salts, digoxin). R -
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2 50-kg person of average height (1.46

also produced an increased incidence

Carcinogenesis, Mutagenesis, Impairment of Fertility .
In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated orally with doses  _
of 5 to 150 mg/fkg/day, about ! to 40 times the exposure on a body surface (mg/m?) basis, of -

m? body surface area) given the recommended human

dase of 30 mgfday (22.2 mg/m?). Lansoprazole produced dose-related gasiric énterochro-
maffin-like (ECL) cell hyperplasia and ECL cell carcinoids ir both male and female rats. It
also increased the incidence of intestinal metaplasia of the gastric epithelium in both saxes.
In male rats, lansoprazole produced a dose-related increase of testicular interstitial cell ade-,
nomas. The incidence of these adenomas in rats receiving doses of 15 to 150 mg/kg/day (4 to
40 times the recommended human dose based on body surface area) exceeded the fow back-
grotnd incidence (range = 1.4 to 10%) for this strain of rat. Testicutar interstitial cel] adenoma
also cecurred in | of 30 rats weated with 50 mg/kg/day (13 times the recommended human
dose based on body surface area) in a {-year taxicity study.

In a 24-month carcinogenicity stedy, CD-1 mice were treated orally with doses of
15 to 600 mg/kp/day, 2 to 80 times the recommended human dose based on body surface area, -
Lansoprazole produced a dose-related increased incidence of gastric ECL celt hyperplasia. It

of liver tumors (hepatocallular adenoma plus canci-

nomma). 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 mgfkg/day (20 to 80 times the recommended humandose based on body sur- "
face area) exceeded the ranges of background incidences in historical corttrols for this strain
of mice. Lansoprazole treatment produced adenoma 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 genotoxic in
DNA synthesis (UUDS) test, the i vivo

the Ames test, the ax vive rat hepatocyte unscheduled
mouse micronucleus test or the rat bone marrow call —

chromosomal aberration test. [t was positive in in vitro human lymphocyte chromosomal

aberrafion assays.

Lansoprazole at oral doses up to 150 mg/kg/day. (40 times the recommended human dose,
based on-body surface arez) was found 1o have no effsct on fertility and reproductive perfor-

mance of malc and female rats.

APPEARS THIS way -
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Pregnancy: Teratogenic Effects. Pregnancy Category B
Lansaprazole -

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 recommended human dose

based on body surface area} and have revealed no evidence of impaired fertility or harm 1o -
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. o

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

Qver 300 women were treated with lansoprazole, Ulcer healing rates in females were simila
to those in males. The incidence rates of adverse events were also similar to those seen it
males, B :

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 seer
in younger patients. For elderly patients, dosage and administration of lansoprazole need no
be altered for 2 particular indication.

ADVERSE REACTIONS -
Worldwide, over 6100 patients have becn treated with lansoprazole in Phase 2-3 clinical i
als involving varions dosages and durations of treatment. In general, lansoprazole treatmen
has been well tolerated in both short-term and ong-term trials.

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

APPEARS THIS-WAY
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Incidence of Possibly or Probably
Treatment-Related Adverse Events in Short-Term, Piacebo-Controlied Studies

Body System/Adverse Event

PREVACID Placebo
(N=1457) | (N=467)
% %

Body as a Whole
Abdominal Pain 1.8 13
Digestive System
Diarrhea 36 25
Nausez 14 1.3

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

The most commonly reported possibly or probably treatment-relaied adverse event durin:

maintenance therapy was diarrhea.

Additional adverse cxpericnccs occurring in <1% of patients or subjects in domestic and/c
intemnational trals, or occursing since the dmg was marketed, are shown bclow within ea¢
body system. :

Bady av a Whole - anaphylactoid-like reaction, asthenta, candidiasis, chest pain {not othe

wise specificd), edema; fever, flu syndrome, halitosis, infection (not otherwise spevified

malaise; Cardiovascular System - angina, cercbrovascular accident, hypertension/hypoter
sion, myocardial infarction, palpitations, shock (circulatory failure), vasodilation; Digesti
Svstem - melena, anorexia, bezoor, cardiospasm, cholelithiasis, constipation, dry mouth/thirs
dyspepsia, dysphagia, eructation, esophageal stenosis, esophageal ulcer, esophagitis, fec:
discoloration, flatulence, gastric nodules/fundic gland polyps, gastroenteritis, gastrointestin.
hemorrhage, hematemesis, increased appetite, increased salivation, rectal hemorrhape, ston
atitis, lenesmus, vleerative colitis, vomiting: Endocrine System - diabetes mellitus, goiter, hype
glycemin/hypoglycemin; Hematologic and Lymphatic System* - agranulocylosis, anemi

aplustic anemia, hemolysis, hemolytic anemia, leukopenia, neutropenia, pancytopeni -

thrombocytopenta, and thrombotic thrombocylopenic purpura; Metabolic and Nutrition:

Disorders - gout, weight gainfloss; Musculoskeletal System - arthritis/anthralgia, musct

toskeletnl puin, myalgia: Nervous System - agitation, amnesia, anxiety, apathy, confusic:
depression, dizziness/syncope, hallucinations, hemiplegia, hostility aggruvated, libic
decreased, nervousness, paresthesia, thinking abnormatity; Respiratory System - usthm
bronchitis, cough increased, dyspnea, epistaxis, hemoptysis, hiccup, pneumonia, upper resp
ratory inflammation/infection; Skin and Appendages - acne, alopecia, pruritus, rash, urticari
Special Senses - blurred vision, deafness, eye pain, visual field defect, otitts media, spees
disorder, taste perversion, tinnitus; Urogenital Sysiery - abnormnal menses, albuminuria, brey

- enlurgement/gynecomastia, breust tenderness, glycosuria, henwturia, impotence, kidney c:

culus, urinary retention.

* The majority of henatologic cases received were forcign-sourced and their relationship 1o knsoprazole w
wnehear, »
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Combination Therapy with Amoxicillin and Clarilhmmycin

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

Triple Therapy: PREVACID/amoxicitlin/clarithromycin

The most frequently reported adverse events for patients who received triple therapy for
14 days were diarrhea (7%), headache (6%), and taste perversion (5%). There were no statis-
tically significant differences in the frequency of reported adverse events between the 10- and
14-day triple thermpy regimens, No ircaiment-emergent adverse events were observed at sig-
nificantly higher rates with triple therapy than with any dual therapy regimen.

Duat Therapy: PREVACID/amoxicillin
The most frequently reported adverse events for patients who received PREVACID Lid. plus
amoxicillin t.i.d. dual therapy were diarrhea (8%) and headache (7%). No treatment-cmergent

-adverse events were observed at significantly higher rates with PREVACID t.i.d-plus amox-

icillin ti.d.dual therapy than with PREVACID alone.
For more information on adverse reactions with amoxiciltin or clarithromycin, refer to
their package inserts, ADVERSE REACTIONS sections.

Laboratory Values
The following changes in laboratory parameters for lansoprazole were reported as adversc
evenis: —

Abnormal Liver function tests, increased SCGOT (AST), increased SGPT (ALT), increased

T creatinine, increased atkaline phosphatase; imcreased globulins, increased GGTP, increased/

decreased/abnormal WBC, abnormal AG ratio, abnormat-RBC, bilirubinemia, sosinophilia,
hyperlipemia, increased/decreased clectrolytes, increased/decreased cholesterol, increased
" glucocorticoids, increased LDH, increased/decreased/abnormal platelets, and increased gas-
trin levels. Additional isolated laboratory abnormalities were reported.

In the placebo controlled studies, whea SGOT (AST) and SGPT (ALT) were evaluated,
0.4% (1/250) placebo patients and 0,3% (2/795} lansoprazole paticnts had enzyme elevations
greater than three times the upper limit of normal range at the final treatment visit. None of
these patients reported jaundice at any time during the study,

In clinical trials using combination therapy with PREVACID plus amoxicillin and clar-
ithromycin, and PREVACID plus amoxicillin, no increased laboratory abnormalitics particu-
lar to these drug combinations were observed.

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

OVERDOSAGE

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

dose based on body surface arca) and mice (sbout 675.7 timss the recommended human dose

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

overdose, the patient consumed 600 mg of lansoprazole WIth no adverse reaction.
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DOSAGE AND ADMINISTRATION

Short-Term Treatment of Duodenal Ulcer

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

H.' pylori Eradication to Reduct_: the Risk of Duodenal Ulcer Recurrence :
The recommended adult oral dose is 30 mg PREVACID, 1 gram amoxicilln, and 500 mg o

clarithromycin, all given twice daily (q 12h) for 10 or 14 days. (Sec INDICATIONS AND
USAGE.)

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

Please refer to amoxicillin and clarithromycin full prescribing information for CON- -
TRAINDICATIONS and WARNINGS, and for information regarding dosing in elderly and
renally-impaired patients.

Maintenance of Healed Ducdenal Ulcers
The recommended adult oral dose-is |5 mg once daily. (See CLINICAL STUDIES.)

Short-Term Treatment of Gastric Ulcer ‘ - -
‘The recommended adult orat dose is 30 mg once daily for up to cight weeks. (See CLINICAL —
STUDIES.) o - - _

. Gastroesophageal Reflux Disease (GERD) -
Short-Term Treatiient of Symptomatic GERD - —
The recommended aduit oral dose’is 15 mg once daily for up to 8 weeks. - R -

* 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.)
If there is 2 recurrence of erosive esophagitis, an additional §-week. course of
PREVACID may be considered. :

Maintenance of Healing of Erosive Eéophagitis _
“—Fhe recommended adult oral dose is 15 mg once daily. (See CLINICAL STUDIES.)

Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome
The dosage of PREVACID in patients with pathologic hypersecretory conditions varies with
the individual patient. The recommended adult oral starting dose is 60 mg once a day. Doses -
should be adjusted to individual patient needs and should continue for as-long as clinically - I
indicated. Dosages up to 90 mg b.i.d. have been administerad, Duily dosages of greater than ¢ K
{20 mg should be administered in divided doses. Some patients with Zollinger-Ellison syn- ! , LT
drome have been trested continuousty with PREVACID for more than four years. : . - v
No dosage adjustment is necessary in patients with renal insufficiency or the elderly. For . ] . -

patients with severe liver disease, dosage adjustment should be considered; : i . ) P SR

- PREVACID Delayed-Release Capsules should be taken before cating. In the clinical trials, N . R
antacids were used concomitantly with PREVACID.

Alternative Administration Options '

For paticnts who have difficulty swatlowing capsules, PREVACID Delayed-Release Capsules &
can be opened, and the Intact granules contained within can be sprinkled on one tablespoon 3
of either applesauce. ENSIURED® niddine. cottase chease. vorurt ar ctrsined neare and el

‘e
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Pathological Hypersecretory Conditions Including Zolliiger-Ellison Syndrome
The dosage of PREVACID in patients with pathologic hypersecretary conditions varies with ‘
the individual patient. The recommended adult oral starting dose is 60 mg once a day. Doses
should be adjusted to individual patient needs and should continue for as fong as clinically
indicated. Dosages up to 90 mg b.i.d. have heen admsnistered. Daily dosages of greater than
. 120 mg should be administered in divided doses. Some patients with Zoflinger-Ellison syn-

drome have been treated continuously with PREVACID for move than four years.

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

PREVACID Delayed-Release Capsules should be taken before eating. In the clinical trials,
antacids were used concomitantly with PREVACID.

" Alternative Administration Opiions
For paticnts wha have difficuity swallowing capsules. PREVACID Delayed-Release Cupsales
can be opened, and the intact granules contained within can be sprinkled on.one tablesponn —
of either applesauce, ENSURE® pudding, cottage cheese, yogurt or strained pears and swal-
___lowed immedizately. The granules shouid not be chewed or crushed. Alternatively, PREVACID _ =
Delayed-Release Capsules may be emptied into a small volume of cither orange juice or
tomato juice {60 mL - approximately 2 ounces). mixed briefly and swaltowed immediately.
To insure complete delivery of the dose. the glass should be rinsed with two or more volumes
of juice and the contents swallowed immediately. The granules have also been shown in vitre
to remain intact when exposed 10 apple. cranberry, grape, orange. pincapple, prune. tomato.
and V-8% vegetable jtice and stored for up to 30 minwmes. - -

For patients who have 2 nasogastric tube in placer PREVACID Delayed-Reiease Capsules - --
can be opened and the intact granules mixed in 40 mb 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 1o clear the tube. T

HOW SUPPLIED )
PREVACID Delayed-Release Capsuies. 15 mg. are opaque, hard gelatin, colored pink and
green with the TAP logo and “PREVACID 15™ imprinted on the capsules. The 30 mg are
opaque, hard gelatin, colored pink and black with the TAP logo and “PREVACID 30" g -
imprinted on the capsules. They are available as follows: -
NDC 0300-1541-30 ——
Unit of usz bottles of 30: [5-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 N
____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 . . . ) —

1
<

Storage: PREVACID capsules should be stored in a tight container protected from moisture.
- Staré between 15°C and 30°C (59°F and 86°F). -

By ‘ ST TR

U.S. Patent Nos. 4,628,098; 4,689,333 5,013.743; 5,026,560 and 5.045.321. I L T T

W Manufactured for . ___ . ’ _

TFAP Pharmaceuticals Inc.
Deerfield, Hiinois 60015-1595, U.S.A.
by Takeda Chemical Industnes Limited,
- Osaka, Japan 541
ENSURE® is a registered trademark of Abbott Laboratories.
V-8% is a registered trademark of the Campbell Soup Company.

®—Registered Trademark
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SYNOPSIS/BACKGROUND

——— e

Supplement 027 was submitted to-NDA 20406 for lahsoprazole delayed-release capsules
(Prevacid®) by the sponsor on February 5, 1998. Prevacid® is an FDA approved, orally
administered drug indicated for (i) short term treatmerit (for up to four weeks) for the healing and

_. symptom relief of active duodenal ulcer (the package recommmended-adult dose is 15 mg once

daily), (ii) H. pylori eradication to-reduce the risk of duodenal ulcer recurrence (in combination
with amoxicilin and 500 mg of clarithromycin: the package insert recommended adult dose is 30
mg of Prevacid® with 1 g of amoxicilin and 500 mg of clarithromycin given twice daily for 14
“days or 30 mg of Prevacid® with 1 g of amoxicilin given three times daily for 14 days), (iil)
maintenance of healed duodenal ulcers (the package insert recommended adult dose is 15 mg once
daily), (iv) treatment of gastric ulcers (the package insert recommended aduit dose is 30 mg once
daily for up to eight weeks), (v} treatment of erosive esophagitis (the package insert recommended
adult dose’is 30 mg once daily for up to 8 weeks), maintenance of healing of erosive esophagitis
(the package insert recommended adult dose is 15 mg once daily) and pathological hypersecretory
conditions including Zollinger-Ellison syndrome (the package insert recommended, starting, adult
dose is 60 mg once daily). In the Clinical Phérmacology section of the approved package insert;
under_the sub-section of Metabolism, _it is stated that lansoprazole is “thought to be

" transformed into two active species which inhibit acid secretion by (H*,K*)-ATPase within

"the parietal cell canaliculus”. It is further stated that these active species are “not present

- in the systemic circulation”. In the amendment submitted to Supplement 027 of this NDA

on 11/13/98, it is stated thuf/

The

elimination’ half-life of lansoprazole is approximately 1.5 h but a single dose inhibits acid
secretion for more than 24 h. These-data suggest that in the half-lives of the active species at

_ the site of drug action canaliculus are significantly longer than the plasma half-life oF the parent
~drug. . —_ - - - B

In the approved package inseft, it is stated-that “for patients who have difficulty swallowing .
capsules, Prevacid® Delayed-Release Capsules can be opened, and the intact granules
contained w1thm can be sprinkled on one teaspoon of applesauce”

In this supplement, the sponsor seeks approval of two labeling changes to the approved Prevacid®
labeling. The first of the requested changes is to modify the Precautions and Dosage -and
Administration sections of the Iabeling to include Ensure® pudding, cottage cheese and yogurt
as food items to which intact lansoprazole graniiles from Prevacid® capsule can be added for
oral administration to patients who have difficulty swallowing capsules with water. To this
end, the sponsor submits a study report (Study #M97-673) comparing the bioavailability of

* lansoprazole from the 30 mg Prevacid® capsule administered orally by adding intact granules

from the capsule to yogurt (Regimen A: test), Ensure® pudding (Regimen B: test) and cottage
cheese (Regimen C: test) to that of the intact 30 mg Prevacid® capsule administered orally




p— T i . 2

* with water (Re,_, :men D: reference). The second is to add the following statement at the end
of the approved drug prodnct labeling: “Ensure° is a registered trade mark of Abbott
Laboratories”.” ‘ -

— —_— ——,

N The bioavailability of lansoprazole for each of the test regimens and the. reference regimen

* ~—specified in the preceding paragraph was compared using the Two One-sided Tests Procedure for
the 90% confidence intervals. Based on the results of these tests, bioequivalence of lansoprazole
—administered orally”as the intact Prevacid® capsule with water or as intact granules-from the
capstile sprinkled on one tablespoon of yogurt or cottage cheese has been demonstrated.
For the Ensure® pudding regimen, however, the ratio (test/reference) of the mean log transfonned
Crax Was in the range of 78-103.1% versus 80-125% that is required for bioequivalence. On
S January 5, 1999, the 2% difference in these confidence intervals was discussed with the HFD-180 _

"~ medical team leader, Dr. John Senior-who stated that the observed difference would not have any

= - detectable effect on the clinical benefit of the drug (see page 5, last paragraph in item #2).

Based on the facts summarized in the two precedmg paragraphs, the Precautions and Dosage and -
Administration sections of the approved drug product labeling may. be modified to include -
~yogurt, cottage cheese and Ensure® pudding as media for-oral administration with lansoprazole __
granules from Prevacid® capsule to pafients who cannot swallow the intact Prevacid® capsule
with water. It is further considered that this modification may also be applied to the Informatlon - -
for Patients sections of the approved drug product labeling.

The statement, that “Ensure®is a registered trade mark of Abbott Laboratones”, may. be added

to the drug product labeling as fequested.
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IL"SUMMARY OF INFORMATION ON PHARMACOKINETICS AND )
BIOEQUIVALENCE B -
1. PHARMACOKINETICS: The kinetics of lansoprazole from the 30 mg Prevaculm capsule
was evaluated in 24 normal volunteers (19 men and five women) each receiving four treatment
—regimens (Regimens A, B, C and D) in a crossover study (Study #/M97-673 ). The plot of the
untransformed, mean concentration of lasoprazole versus time for each treatment regimen is
presented in Fig. 1. The mean (f3D) pharmacokinetic parameters of lansoprazole for each
- treatment regimen are presented in Table 1. The treatment regimens are identified in Fig. 1 and
——Table-1-Individual subject~pharmacokmenc data are presented in Appendlx II (pagts 10- 13)

Figurel., Mean .Lansoprazole Plasma Concentratxons-tune Proﬁles
after Oral Admiristration of the Contents of a 30 mg
— Lansoprazole Capsule and an Intact 30 mg Lansoprazole
Capsule N

Regimen A (With Yogurt)
Regimen B (With Ensure Pudding)
Regimen C (With Cottage Cheese)
RegimenD (intact Capsule)

e d 0O

r r r T T "'
----- 01 2 3 4 5 6 7 8 .9 10 N 12
— : - Time (h)

Based on the results of analysis of variance (ANOVA), the mean value of each of the
pharmacokinetic parameters of lansoprazole for each test regimen (Regimen A, B or C) was
similar to that of the reference regimen (Regimen D) except that for Regimenr C, the mean t,,,
was significantly longer. The mean t,,, for Regimen C was 2.1 h versus 1.5-1.7 h for Regimens
A, B and D. Individual subject t_,, values ranged from for Regimen A, ~————uo__
h for Regimen D and for Regimens B and C. In this supplement; thé sponsor
provides a mean harmonic mean half-life of 1.0 h, without any measure of deviation from the
mean, for each treatment regimen. In an Amendment to this NDA dated November 13, 1998, the




- : ; - T 4
sponisor states (i) that rate constants are symmetrically distributed, (i) that hali-lives are
reciprocally related to rate constants and, therefore, cannot be symmetrically distributed and (jii)

- that since half-lives are not symmetrically distributed, its harmonic mean is a more appropriate
measure of its central tendency than its arithmetic mean. The-arithmetic mean values (£SD),
calculated in the review process (1.140.3 h for Regimens A, Band C and 1.1+0.4 h for Regimen

- D), appearto be similar to the harmonic mean values provided By the sponsor. Subsequently,
further comments in this regard are not necessary. -

. Table 1. Pharmacokinetic Parameters of Lansoprazole Following Administration of
_ Regimens A, B, C and D. -

Pharmacokinetic Parameters (N=23) of Lansoprazole Following Administration of — -

- ~— - Regimens A, B, C, and D -
. Tmx . Com te’ . AUCo., AUCo-
Regimen  (hour)  (ng/mL) (hour) (/hour) . (ng*h/ml) (ng*h/mL) "] ]
. A 1.7(04) 814 (293) 10 0.7132(02095) ~ 1760(781) 1790 (783)
L — B 1.5(0.7) 711(212) 1.0 0.6834 (0.2047)____ 1619 (586) ~~ 1652 (590}
. C 2.1 (0.9)" 765 (358) 10 0.7280(0.2332) 1673 (765) 1701 (770)
o D 1.5(0.7) 797272 1.0 0.6872(02139) 1699 (746) 1735 (744)

* Harmonic mean :

T Statistically significantly different froni reference. o -
Regimen A: Lansoprazole granules from one 30-mg capsule with yogurt &test).
Regimen B: -Lansoprazole granuies from one 30 mg capsule with Ensure® pudding (test).

Regimen C: Lansoprazole granuies from one 30 mg capsule with small curd cottage cheese (test).

| Regimen D: One 30 mg lansoprazole capsule (referencs).: - ’ -

* . 2. BIOEQUIVALENCE OF TEST REGIMENS AND REFERENCE REGIMEN: The resilts of

- the Two One-sided Tests Procedure, for the 90% confidence-intervals; for the ratio of the mean - .

-~-Values of log transformed C,_ and AUCq ;6ni, Tor each of the test regimens (Regimens A, B and
“€C) to those of the reference regimen (Regimen D), are presented in Table 2. -

Table 2. Point Estimates and 90% Confidence Intervals for the Ratios of Lanzoprazole

"AUC gy, a0d C,,,, Central Values between Test Regimens A, B, and C and
Reference Regimen D+

omnt

tes ence Inte or of Lansoprazo ‘
and AUCq. Central Values between Test Regimens A, B and N
C and Reference Regimen D- -
] Regimen Relative Bioavailability
Parameter Test ~ Reference | Point Estimate | 00% Contidence Interval e
Crax A D 1.013 0.881 - 1.164 B
B D 0.897 . 0780 - 1.031
. - C D 0.924 0.804 - 1.062
AUCom A D 1.032 0923 -Ti%55 |
B D . 0.973 , 0.871 - 1.088 :
C D 0.982 0:879 - 1,098 .




~ Batch inf mformatmn is prov1ded in Appendix I (page 7).

. | : - 5

For the 90% confidence intervals, the ratios of the mean value of log transformed AUC g, 450y, 0F -~
~ each test regimen (Regimen A, B or C) and the mean log transformed C__, of test regimens A and

C, to those of the-reference regimen (Regimen D), were within the range of 80-125% that is

_required for bioequivalence. Based on these results, bioequivalence has been demonstrated for

lansoprazole administered orally as the intact Prevacid® capsule with water or as intact granules

- from thé capsule sprinkled on one tablespoonful of yogurt or cottage cheese. Accordingly,

lansoprazole granules from Prevacid® capsule may be sprinkled on one tablespoonful of yogurt
or cottage cheese for oral administration to patients who cannot swallow the intact Prevacid®
capsule with water.

The ratio of the mean log transformed C,_; for the Ensure® pudding regimen (test Regimen B)
to that of the Reference regimen (Regimen D) was- only within the range of 78-103.1%. On

_January 5, 1999, the issue of whether or not the difference between the lower confidence limit

of -themean €, (test/reference) ratio (78%) for this test regimen and the statistical lower
confidence limit acceptable for bioequivalence (80%) womld be of clinical significance was
discussed with the HFD-160 medical team leader, Dr. John Senior. Dr. Senior stated that for this
drug, “the clinical range of therapeutie benefit is very broad and flat over a [dose] range of 10 to
40 mg/day of drug” and, subsequently, “a 2% lowering” of C_,, would have “no detectable
clinical effect on healing of lessions”. On this prenise, it is considered that lansoprazole granules
from Prevacid® capsuie may also be sprinkled on one tablespoonful of Ensure® pudding for oral™
administration to patients who cannot swallow the intact Prevacid® capsule with water. |

3. §AMPLE -ANALYSIS: See Appendix | (i)z{ge' 8). -
4 PHARMACOKINETIC ANALYSIS: See Appendix I—(pagés 8-9).

13. FORMULATION: The approved commercial Prevacid® formulauon was used in thxs study

_. APPEARS THIS WAY
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—_—

. RECCMMENDATION

—

Supplement 027 submitted to NDA 20-406 for lansoprazole delayed release capsule (Prevacid®)
by the sponsor on February 5, 1998 has been reviewed by the Division of Pharmaceutical
Evaluation II of the Office of Clinical Pharmacology and Biopharmaceutics. Based on the
information provided in the supplement, bioeguivalence of lansoprazole administered orally as the
“intact Prevacid® capsule with water or as intact granules-from the capsule sprinkled on one
tablespoonful of yogurt or cottage chéese has been demonstrated. Regarding the Ensure® pudding
regimen, the findings of the bioequivalence study suggest a slightly lower rate of systemic
availability of lansoprazole as compared to oral administration of the intact capsule with water.
However, it is | felt that the observed sllght reduction msystennc availability of lansoprazole
Precautions afid Dosage and Administration sections of the approved dmg-product labeling may
_ be modified to include the administration of intact lansoprazole granules from Prevacid® capsule
with one tablespoonful of yogurt, cottage cheese or Ensure® pudding to patients who cannot

_ swallow the intact Prevacid® capsule with water. It is further considered appropriate to also apply

this modlﬁcatlon to the Information for Patlents section of the approved drug product labeimg

The statement, that “Ensure®is a registered trade mark of Abbot Labaratones , may be added
to the drag product labeling as requested. -

Please convey this Recommendation, as appropriate, to the sponsor. —

Appendices I and I are retained in the Office of ClmcaLPharmaco}ogy and Blophaxmaceuncs and
may be obtamed upon request

s alleya

—- e - e David G Udo, Ph.D. _

RD Initialed by John Hunt _12/30/98 - —_—

FT Initialed by John Hut ] S/ _/?/ 97
= T

cc: NDA 20-406, HFD-180, HFD-100 (Walsh), HFD-850 (Huang), HFD-870 (M Chen, Hunt,
Lee and Udo), CBR (Attn: Barbara Murphy).

APPEARS THIS WAY L
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IV. APPENDIX ’: -SUMMARY OF BIOEQUIVALENCE STUDY -

A. STUDY NUMBER: M9%7-673 —

B. II'ILE Bioavailability of Lansoprazole from Alternative Methods of Adnumstranon of
Lansoprazole Granules. : - N

-c.mmummmmmzr S

—ppa————
—

D. ANALYTICAL INVESTIGATOR AND SITE: ~————— —
e —————A - . . -

E. OBJECTIVES : The objective of the study was to compare the bioavailability of lanoprazole
after administration of granules from the capsule with soft foods with that after the administration
—of an intact lansprazole capsule. _ —

F MQE_EQBM Lansoprazole 30 mg (Bulk Lot # 0163) was used for the study. The batch
51ze was capsules (commercial batch size). -

G. DESIGN. 1. TYPE OF DESIGN: This was asmgle dose, open—labéi crossover; four-period
study conducted at a single center.

2. . STUDY POPULATION: The study po;iulaﬁon"consisted of 24 healthy volunteers (18 men
“ranging in age-from 19 years to 52 years and weighing 143.3-202.8 pounds [65.1-92.2 kg] and
six women-also ranging in age from 19 years to 52 years and weighing 143.3-178.6 pounds [65 1-

81.2 kg}). The ethnic composition of the study population was 21-Caucasians, two Hlspamcs and -
one Black. A complete summary of information on subject demography is prowded in Appendix

I (pages 14-15).

"3. INCLUSION AND EXCLUSION CRITERIA: See Appendix II (pages 16-18).

4. SUBJECT GROUPING AND DOSE ADMINISTRATION: The_subjects were randomly
assigned to four groups (Groups I, II, II and IV). Each group received orally all of the following
dose regimens in a crossover fashion: Regimen A (test): lansoprazole granuies from one 30 mg
capsule administered with one tablespoonful of yogurt, Regimen B (test): lansoprazole granules
from one 30 mg capsuie administered with one tablespoonfill of Ensure® chocolate pudding,
Regimen C: (test): lansoprazole granules from one 30 mg capsule administered with- one
_tablespoonful of small curd cottage cheese and Regimen D: (reference). one, intact 30 mg
lansoprazole capsule administered with 180 mL water. Each dose in Regimens A, B and C was
_followed by 180 mL of water. Successive regimens were separated by a washout period of seven
“days. For each regunen each dose was administered following a fast of at least eight hours




. 5. FEEDING OF SUBJECTS - Pre-dose dinner was served at 7.00 p.m. of Day -1 (day

" immediately preceding dosing). On the day of dosing (Day 1), the study drug was administered

at approximateiy 8.00 a.m. and breakfast, lunch and dinner were, respectively, served at 3, 5 and
——I0h postdose B =

-—6. BLOOD SAMPLE COLLECTION BIood samples for pharmacokmeuc analysis were
obtained pre-dose and at 0.5, 1, 1.5, 2, 2,5, 3, 4, 5, 6, 8, 10, 12 h postdose. Each blood sample
was centrifuged to obtain the plasma wlnch was then stored at -10 degrees or lower pending
analysxs ST

4 SPECIFICITY: The assay- method was developed to measure lasoprazole in human plasma.

L. WMS For each lasoprazole dose regimen, the pharmacokinetic
analysis of lasoprazole was performed using methods. The maximum




concentration (C,,), time to reach the maximum concentration t,,,, , terminal elimination rate
constant, elimination half-life (t ,,), area under the plasma concentration versus time curve to the

" time of last quantifiable drug concentration (AUC,,,)) and total area under the plasma concentration

versus time curve AUC .,y Were determined. T, t,,, elimination rate constant, C,,, and
AUC for all dose regimens were compared using ANOVA,

J BIQEQJ.IIMAIENCE To assess the bloequzvalence of each test regimen to the reference

regimen, its log transformed AUC s, and G, were compared to those of theé reference
regimen using the Two One-sided Tests Procedure for -the 90% confidence intervals.

Bioequivalence was declared where the ratios the mean values of log transformed AUCm,nﬁm,,, and

Crux Of the test regimen to those of the reference regimen were thhm the ‘range of 80-125%.

K. RESULTS The results of th1s study are presented on pages 3-5~

——
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Table ;6. Individual Lansoprazple Pharmacokinetic Parameters 'and Sun';msiry Statistics for
Regimen A V | bl SN
| : () . ' Y
T i Cmax AUCQ.-.t: AUCQ-o0 te1sz ! p
Subject ?eriod {h} {ng/mL)  ——eua {ng+h/mL) ikttt () {1/h)

¥
i

N A 23 23 i 23

Mean A 1,7  813.670  1760.14  1789.93
\ . Median ' | ‘1,5  854.700  1668.35  :1708.42 :
! © sp | ‘ ‘0.4 293.236  781.15 ' 783.29 ;

J ‘ cve ' 1 . 36.0 4.4 43.8 2

! ‘ Min , o ‘

Max : I, | ; ) }

| | _ L
\ —

.08 0.7132
1 0.6319
.3 0.2095
3 29.4

NO R -
b .

Regimen A (test): Lansoprazole granules from bne 30‘mg‘capsu1e administered with yogurt P ¥

@ Harmonic mean ‘ ! ' | ‘ i
19JANGB 15:06
N

. : . v
1 ! i
£ 1 i ' . o

; L | \

! ' ) ! ' ’I. . ' ) : ' i i
| !
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Table 7. Individual Lansop
Regimen B |

!

i i
razole Pharmacokinetic Paramdters and Sunimary §

‘ : ’ - | |
f

i
|

|
i

!

tatistics

for

\

Subject

Trax

Cmpx MEO-E | AUCH-
(ng/mL)  -—--- {ngeh/mL) —-—--

t1/2

p

th) {1/h)

»
-

l.och\m.:.uu

e
[

Peried (h)

=

23 23 w 23

3 23

tr

900§9°F =~ ‘wsijoqmiay Sruq .

.
*

$65/L6/ — ‘95

.08 0.6834

710.904 1618.82 1652.19 0
.1 0.6418
3
4

2

1

Median 721.300, 1688.98 1719.25 1

sD 0

. CVe | 6

Min ¢
Max

211.930' 585.89 589.86
29.8 36.2 35.7: 26.

0.2047

\DQHHS
Vi) nn

=

*
Regimen B (test): Lansoprazole granules from one 30 mg qapsule‘administered'with Ensure pudding
" Subject 1 excluded due to premature termination . | ‘

@ Harmonic mean . g ' '
! .+ 19JAN9S 15:?6

I



: I | \
‘Table 8. Individual Lanshprazole Pharmacokinetic Parameters' and Summary Statistics for
Regimen C . P | ' | | m
h ' i| |
! : Trax  Cmax AUCq_¢ ACo-od |ty B
Subject | Period th) (ng/mb)  ~em-e {ngeh/mL) ~~-«- (h) _ {i/h) |

[ | o

tr

0.6143 | 1 : ’ . !

' i
I 0» - I
1 764.643  1672.77  1701.25 |
0  628.100  1603.15  1625.10 |
, .90 358.338  764.59 769.52
L | o . © 44.0,  46.9 45.7 | 45.2 3

o
Lo
i
\

Regimen C {test): Lansoprazole granules from one 30 mg capsule administered uiith small curd cottage cheese
@ Harmoriic mean | P

D 19JAN98 15:06

900§9-—— ‘wstioquiajy Srug
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Table 9. Individual i._Lanso

|

!

praéolé Pharlmacokinetic Paramegers and Summary Statistiés for -

Regimen D , ; \ S
. , : !
P ; Tmax Cinax AUCp..¢ AUCH_oq t1/2 p .
Subject . Pperiod - (h) {ng/mL) L-... {ng+h/mL) =—=mu : . thy (1/h) A
2
3 .
4
5
I 6
? ;
8
9
10
11 ,
12 ;
13 *
1 14
| ‘15 ,
16 g
17
18
19 i
20 a
1
2 ! | i \ I
23 :
24
: ! Lot
N ; P23 23 .23 X | b)o23 23
Mean i 1.5 797.448 1698.58 1735.40 1,00  0.6872
Median ) I+ 1.5 ° 778.500 1748.35 17680.84 i.t 0.6455
sD ' 0.7 271.585 745.97 . 743.77 0.4 0.2139
. cve 3.6 4.1 43.9 42.9 8.9 1.1 __
! Min ti '
Max 1 ‘
| ! i Apet——

90059 ~ “wsyoqmsyy Bruq

Regimen D (reference):
@ Harmonic mean

One 30 mg lahsoprazole capsule administered with water
T ) ,

1

19JAN98 15:04
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LANSOPRAZOLE e [65005)
STUDY M97-671 :

. ' I

—~/97/797: - CLINICAL/STATISTICAL l :
| SN APPENDIX B.1 , |
i L ! I | ‘
| | i , | | peMocmapuzcs ' i ' !
4 I 5 ‘ ;
’ ! 1 ‘.I ] ' ' i
) : 1 DATE , : :
SuBRJECT op Ace } HEXGKT  WEIGHT REGIMEN |
NUMBER  INITIALS MIRTH | (vEARS)  sEx RACE (tN) | (LBS) PRAME BEQUENCE* '
. b
i * j =
INV: ’----‘—.—--—-—""—""""- . , } | ¢ ‘
18 , ~ i 40 FEMALE cj\ucasxm 67.7 167.5 MEDIUM  BCDA o
2 5 41 MALE CAUCAS 70.1  160.9 1 MEDIUM CABD,
3 52 FEMALE CAUCASIAN ' . 164.6 165.3 LARGE DBAC P '
Lmu. : ) ; ¥ '
4 4# P B CAU&ASIAN 69.7 178.6 LARGE ADCH
1
5 3s MALE  HISPANIC 66.9 178.6 mug\ ‘DBAC
6 \ ¥ mmE o osuack © 6.7 160.9  suath  apes ,
. ' C ;
7 23 MALE ., CAUCASIAN 68.5 174.4 MEDION  Bcon 1| !
e “ MALE  CAUCASIAN 70.5  138.4  LARGE  camp APPEARS THIS WAY
i v i | j -
9 29 MALE  CAUCASIAN 100 178.6 LARGE  ADCH ON ORIGINAL
10 ! 21 MALE  CAUCASIAN £6.5 154.3 MEDIUM  BCDA
| 1 i .
11 ' : 20 MALE  CAUCASIAN 69.3 200.4 LARGE DBAC
12 52 | Wit mrspanic . 617 1786 LARGE casp ‘ ;
13 ; 31 FENALE CAUCASIAN 6§6.1  145.9 | MEDIUN | pmic 1
14 13| MALE  CAUCASIAN 69.3 179.7 LARGE CABD }
15 ’ 47 MALE °  CAUCASIAN 70.9 202.8 MEDIUM  BCDA .
i ' '
18 ‘ , 19 FEMALE CAUCASIAN 64.6 ©  154.3 MEDIUX  ADCB ’!
1 i i ! . ' , i
17 % . 46 MALE  CAUCASIAN 68.1 156.5 MEDIUM  DBAC '
18 , 22 MALE  CAUCASIAN 72.4 | 17.6 MEDION  CABD
i H
! f H
19 I l | 32 nl.:.x CAUCASIAN 71.7 176.4 MEDIUM  Abce

* :l.f LANSOPRAZOLE mls FRON ONE 30 WG CAPSULE ADRINISTERED HITH YOQURT. i
B) LANSOPRAZOLE 85 FROM ONE 30 MG CAPSULE ADMINISTERED WITH ENSURE- PUDDING.

C} LANSOPRAZOLE GRANULES TROM ONE 30 MG CAPSULE ADMINISTERED WITH SMALL CURD COTTAGE CHEESE.
D) ONR 30 MG, LANSOPRAZOLE SULE ADMINISTERED WITH lll'l'll‘. ' | .
# SUBJRCT PRIHATMY TERMINATED. : ' ;
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'I-AST APPENDIX PAGE

Col

(T b
1

svpsEcT or AGE HBIGHT  WRIGHT . REGINEN i
NUMBER  INITIALS BIRTH (YEARS)  sEX RACE - (tps) PRAME SEQUENCE®
{ ‘ o T
INV: ‘ o !
20 .46 | MALE'  CAUCASIAN 72.0 169.6 LARGE  Beoa
21 [‘—— 19 'PEMALE CAUCASIAN 67.3 143.3 MEDIUM  BCDA ;
22 32 MALE  CAUCASIAN 65.7 143.3 MEDIUN  camp |
23 19 ©, MALE CAUCASIAN 5.7 | 143.3 SMALL Apce \ *
24 25 ' MALE  CAUCASIAN 73.2 169.8 MEDIOM

Al LANSOPRAZOLE GRANULES FRON ONE 3

B) LANSOPRAZOLE GRANULES FRON ONE 30 MG CAFSULE ADMINISTERED WITH ENSURE PUDDING. ;
MO CAPSULE ADMINISTERED WITH SMALL CURD COTTAGBl CHBESE.
ADMINISTERED WITH WATER. | !

C} LANSOPRAZOLE GRANULES FROM ONE 30
D) ONE 30 NG LANSOPRAZOLE CARSULE
{ "

1

|
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Protocol M97-673 - o , 16

. 3.1 Dosage
- Asingle, 30 mg dose of lansoprazole will be administezed in cach period. Al doses will
ﬁ be administered orally under fasting conditions. The test Regimens A, B and C will be
-—administered with one tablespoon of vanilla yogurt, Ensure chocolate pudding, and small
~curd cottage cheese, respectively, and will be followed by administration of 180 mL of

" —water. The reference Regimen D will be administered as the intact capsule with 180 mL
- of water, ' '

- . 40 Subject Selection _
41 Study -POpulation ) _ _ LT

' Twenty-four (24) healthy adult males and females are to Participate in the study. In -
addition, they must meet all selection criteria as specified in Sections 4.2-and 4.3 of this

protocol.

4.2 Inclusion Criteria

Subjects will be selected for study participation if they-meet the following criteria: — -

4.2.1 Age is between 18.and 55 years, inclusive,

4.2.2  If femnale,

* _condoms, sponge, IUD, foams, jellies, cervical cap.
* oral contraceptives or hormone re
months prior to study start.

must be bostmcnopausal fora minimum of one year,
- (bilateral tubal ligation or hystereqtgmy),

___ mursing, and practicing a relible method of birth control.

* total abstinence. -

surgically sterile
or if of child-bearing potential, not-

1 Examples of methods of birth control in order to prevent pregnancy are: —

placement therapy for a period of three

APPEARS THISWAY -
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A urine pregnancy test will be performed at screening on a Specimen obtained
—  within four weeks prior to study drug administration and the result must be

negative, A serum pregnancy test will be performed on Study Day ~1 and the
- result must be negative. ’

423 Body weight is wiﬁ:in = 10% of the ranges based on height, sex, and body frame

set forth in Appendix A, and is a minimum of 54.4 kg for women and 61.2 kg for -

men, — h

424 _'Jud_ged tobe in general good health based upon the results of a medical his:ory,
vital signs{as described in Section 6.6:1), physical examination, laboratory
profile (as described in Section 6:6:4), and 12-lead electrocardiogram (ECG).

4.2.5 No medications (including over—the-counter-medication, and excluding oral
contraceptives or hormonal replacement therapy, for females only) or alcohol are
to be taken during the course f the study. '

426 All medications (including over—the~counter medication, and exéﬂxding oral _7

contraceptives.or hormonal replacement therapy, for females only) must be
_ discontinued starting at least two weeks before study drug administration.

4.2.7. Non-nicotine user, defined as an individual who has abstained from nicotine for 5
minimum of the six-month period preceding study drug administration.

"4.2.8 _Prior to any study-specit:ic_: procedure, an informed Consent, approved by an

Instimtio:_xal—_!_keview_ Board (IRB), must be yoluntarily signed and dated.

4.3 Exclusion Criteria - .

Admittance of a subject into the study when the su ject has acknowledged taking any
medication tincluding over-the-counter medication, and excluding oral contraceptives or
hormonal replacement therapy, for females only), within two weeks prior to study drug
administration, will be at the discretion of the investigator with the concurrence of ti;é )
study monitor. The medication, dosage information, date(s) of administration, and
indication(s) will be recorded on the appropriate case report form.




- Protocol M97-673 _ 18

Subjects will be excluded from the study if they meet any of the following criteria: T

43.1 -History of significant drug sensitivity or a significant allergic reaction to any
- T drug._

- 4.3.2  Requires any medication, excluding oral contracepfives or hormonal replacement
therapy, for females only, on a regular basis,

. 4.3.3 Recent histo'rjr‘of drug and/or alcohol abuse. -

— —4.3.4 Positive result for hepatitis B and/or Ctest,. -  — -

433 Positive result for urine drug and/or alcmbho!‘s"creen:

4-3.6  Has been administered an injectable drug within 30 days prior to study drug _.
administration. ~— : .

- " 43.7 Has donated or lost 450 mL or more blood volume (including plasmapheresis) or
‘ had a transfusion of any blood product within six weeks prior to study drug
administration. - - -

4.3:8 Has received any investigational drug within six-weeks prior to study drug

administration. N N -

43.9 . Considcfed by the investigator, for-any reason, to be an unsuitable candidate for  ~
receiving lansoprazole. --- :

-—

- —_— 5-0—-—--1\};1ieriéls and Supplies .- - —

5.1 ° Test Preparations 7 -

Lansoprazole will be supplied as capsules containing 30 mg lansoprazole (TAP Holdings-— _—
Inc.). Finishing Lot No. 28-316~82 [~ 8615), . - -

APPEARS THIS WAY 7
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T cheese, or yogurt

Division of Gastrointestinal & Coagulation Drug Pre&ucts
REGULATORY PROJECT MANAGER REVIEW
Application Number: NDA 20-406/SLR-027

Name of Drug: Prevacid (lansoprazole) Delayed-Release Ca—pSUleS T JAN | 11 1599

Sponsor’- TAP Ho}dmgs, Inc. -

_Material Reviewed

Submission Date(s): February 5, 1998
- .~ Receipt Date(s): February 6, 1998 L N

___Background and Summary Description: Supplement 027, submitted Feb_ruarSr 5, 1998,
provides for revisions to the PRECAUTIONS and DOSAGE AND ADMINISTRATION
sections of the package insert to allow admlmstratlon of the intact granufes on pudding, cottage

J—

o Review

: The submitted draft labelmg, dated February 4, 1998, was compared to the currently approved

— labeling identified as “03-4891-R11-Rev.June, 1998," submitted July 14, 1998 as the final
printed labeling (FPL) for supplement 024 (approved June 23, 1998) and acknowledged and
retained on J' u1y23 1998. The following differences were noted.

1. ~ Under PRECAUTIONSIInformatmn for Patxents and DOSAGE AND
-~ .. ADMINISTRATION: - -

The first'sentence of the second paragraph in the PRECAUTIONS/Information for
Patients séction and the third sentence of the last paragraph in the DOSAGE AND
ADMINISTRATION section was revised to add “ENSURE® pudding, cottage cheese or”
yogurt” as foliows:—

“For patients who have difficulty swallowing capsules, PREVAE.",ID Delayed-
Release Capsules can be opened, and the intact granules contained within can be -

~-sprinkled on one tablespoon of gither applesauce, ENSURE® pudding, cottage
cheese or yogurt and swallowed immediately,” -

2. Atthenend of the package insert, the following sentence was added: -

“ENSURE? is a registered trademark of Abbott Laboratories.”




NDA 20-406/5-027 T
Page 2

The blopharmaeeutlcs review recommends approval of the above revisiens (see review
dated January 8, 1999. - -

3. “The draft labeling does not contain the revisions approved in the following supplement: B

- A. _ Supplement 016 - approved March 12, 1998. Provides for a new indication:
short-term treatment of symptomatic gastroesophageaheﬂux disease (GERD).
Provides for the addition of “speech-disorder” and “urinary retention™ to the
ADVERSE REACTIONS sectlon of the package msert

. B.~ . Supplement 021 approved July 20, 1998, Provides for a 10-day dosing regimen
- for triple therapy (1ansoprazole/amox1c1llm/clanthromycm) for the eradxcauon of
_ H pylori. n
C. Suppiement 022 - approved July 20, 1998. Provides for revisions to the
PRECAUTIONS/Information for Patients and DOSAGE AND
ADMINISTRATION sections of the packagemsert to add statements regarding
o the in vitro stability of the granules in various ﬁ'ult and vegetable juices.

D. Supplement 024 - approved June 23, 1998. Prowdes for revisions to the .
ADVERSE REACTIONS section of the package insert to add “anaphylactoid-like
C— reaction” and substitute “blurred wsmn” for

Conclusions

1. The medical officer should consider the approval recommendation made is} t.he
biopharmaceutics rev;ew, dated January 8, 1999. -

2 The FPL must contain the revisions approved in supplements 016, 021,022, and 024.

Sy

Maria R. Walsh, M.S.
Regulatory Project Manager
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 Application Number: NDA 20-406/SLR-027 and SLR-030

Name of Drug: Prevacid (lansoprazole) Delayed-Release Capsules

Submission Date(s): February 17, 1999 : T -

Receipt Date(s): February 18,1999

Sponsor: TAP Holdings, Inc. ) —

..

Division of Gastrointestinal & Coagulation Drug Products

- REGULATORY PROJECT MANAGER REVIEW

FEB 2 2 1999

—* Material Reviewed

. Background and Summary Descrlptaon Supplement 027, submitted February 5, 1998

provides for revisions to the PRECAUTIONS and DOSAGE AND.ADMINISTRATION'
sections of the package insert to allow administration of the intact granules on pudding, cottage
cheese, or yogurt. This supplement was approved with draft labelmg on Janvary 14, 1999,

Supplement 030, submitted June 5, 1998, provides for revisions to the PRECAUTIONS and
DOSAGE AND ADMINISTRATION sections of the package nsert to add statements about
spnnkhng the intact granules on strained-pears and mixing the intact granules in orange juice or
tomato juice. Th1$ supplement was approvable on December 16, 1998 pending final printed
labeling (FPL.).

The sponsor has submitted FPL in response to our acuon4etters of December 16, 1998 and
January'14, 1999. - - - , -

— Review _

—

The submitted FPL, identified as “03-4939-R12—Rev Jan 1999," was compared to the currently
approved labeling, identified as “03-4891-R11-Rev. June, 1998 ” approved irr supplement 024 on
June 23, 1998, to the draft labeling submitted with supplements 027 and 030, and to the e
recommendations in the December 16, 1998 approvable letter for S-030 (attach'HT_The N
following differences were noted.

L.

Under INFORMATION FOR PATIENTS and DOSAGE AND ADMINISTRA’I‘ION -
the subheader, Al:emat;ve Administration Optzons, was added. - - I

Per the December 16 1998 approvable letter and the January 6, 1999 telephone —
conversation between Maria R. Walsh, Project Manager, of this Division and Gary
Magistrelli, Ph.D., Regulatory Affairs, of TAP Holdings, Inc. (memorandmn of telecon
attached), this subheading is acceptable.




T NDA 20-406/S-027 and 030
Page 2

2. ‘Under INFORMI&TION FOR PATIENTS and DOSAGE AND ADMINISTRATION
the phrase “approxxmately 2 ounces” has been added to the following sentence: o
- _ “Alternatively, Prevacid Delayed-Release Capsules may be emptled 1 into a small
. volume of either orange juice or tomato juice (60 mL - approximately 2 ounces),
 mixed briefly and swallowed immediately:”

Per the January 6, 1999 telephone conversation referenced above, this addition is
acceptable. ,

3.-- The foilowiﬂg sentence was added at the end-of the package insert:

“V-8? is a registered trademark of the Campbell Soup Company.”

This revision is acceptable. _ ) - .

- Conclusions

1 ~The submitted final printed labeling is acceptable and will be acknowledged and reta.med
~ for supplement 027. . N

2. Supplement 030 may be approved. ) —

. TS s

T - Maria R. Walsh, M.S.

- Regulatory Project Manager
cc: ’ o _ : _ B
Onglnal NDA 20-406/S-027 e
- /8-030
HFD-ISO/DiV. Files -
HFD-180/H.Gallo-Torres
T L.Talarico
o Final: M. Walsh 2/22/99 APPEARS THIS WAY
filename: il — ON ORIGINAL
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NDA 20-406/S-027 -

TAP Holdings Inc. _ - )
Attention: Gary-C. Magistrelli, Ph.D. .
2355 Waukegan Road cen A A rAe

Deerfield, IL._60015 — _ _ _ " - T 2

" DearDr. _I\dagTsn'elﬁ:

We aclmowledge the receipt of your February 17 1999 submission containing final printed B

labeling in response-to our January 14, 1999 letter approving your supplemental new drug
apphcatxon for Prevacid (lansoprazole) Delayed—Release Capsules. —

We have revmwed the labeling that you subrmtted in accordance with our January 14, 1999
letter, and we find it acceptable. B -

If you have any questions, contact Maria R. Walsh, M.S., Regulatory Pro_]ect ‘Manager, at
{301) 443-8017

Smcerely, - ,
IS/ 22z T
- Lilia Talarioo, MD.
. Director .. -
: L Division of Gastrointestinal and Coagulatzon Drug
- - . - : Products - i
- " Office of Drug Evaluation il . — T
S k Center for Drug Evaluation and Research
APPEARS THIS WAY

ON ORIGINAL




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: 20-406/ S030 & 027

CORRESPONDENCE




TAP HoLDINGS INC.
parentof TAP Pharmaceuticats Inc.

.~ Bannockburn Lake Office Plaza - —_
2355 waukeganRd,

_ Deerfield. IL 80015 - -~ ) B 5 L E O 2 7 _

February 5, 1998

Division of Gastromtestmal and Coagulation Drug Produst& HFD- 180
Document Control Room 6B-24 ) v’
Center for Drug Evaluation and Research =
Food and Drug-Administration
5600-Fishers Lane - -
—Rockville, MD 20857 - - - B
Attn** Lilia Talarlco
- Director

- RE: PREVACID® (Iansoprazole) Delayed- Release Capsu]es
. " NDA 20-406, $-027
- " Labeling Supplement

Dear Dr. Talarico:

The sponsor, TAP Holdings Inc., submits this Supplemental Application under
the provisions of Section 505 (I) of the Federal Food, Drug, and Cosmetic.
Act and 21 CFR 314. 70(b}{3)

This supplement requests approval for a labeling change for PREVACID

{lansoprazole) Deiayed-Release Capsuies, NDA 20-406 which was approved
__'_c_m May 10, 1995. Namely, under the PRECAUTIONS section and under-the

DOSAGE AND ADMINISTRATION section of the package insert R}, we wish

- - to add text describing three additional soft foods upon which intact granules

of PREVACID can be sprinkled prior to being swaliowed. This additional text

is supported by data obtained from the bioavailability study report enclosed

in this submission (Report No. ~—-/97/797; voiumes 2 and 3). '
~ Specifically, the old statement in the PRECAUTIONS section, under
Information for Patients, second paragraph, first sentence, and the old
statement in the DOSAGE AND ADMINISTRATION section, last paragraph,
third sentence, reads, “For patients who have difficulty swailowmg capsules,
PREVACID Delayed-Release Capsules can be onr-ned, and the intact granules
contained within can be sprinkled -on one tablespoon of applesauce and
swaillowed immediately”. This sentence has been changed in both the

[l ot




TAP Holdings inc. . . —
NDA 20-408, S-027 .- - ' :
February 5, 1998
Page 2 . - _

PRECAUTIONS and the DOSAGE AND ADMINISTRATION sections to, “For —
patients who have difficulty swallowing capsules, PREVACID-Delayed- :
Release_Capsules can be opened, and the intactgranules contained within

can be sprinkled on one tablespoon of either applesauce, ENSURE'pudehg,
cottage cheese or yogurt and swallowed immediately”. The only other

change to the Pl is the addition of the following sentence at the end of the -

Pl, “ENSURE is a reg:srered trademark af Abbott-Laboratories”.. (New text is
shown in FtaIICS) .

The change to the PRECAUTIONS section is annotated in volume 1, pagé

028 of the Annotated Labeling section of this submission; the change to the -

DOSAGE AND ADMINISTRATION section is annotated in volume 1, page
Q39 of the Annotated Labeling section of this submission; and-the addition of
the ENSURE registered trademark statement is highlighted in volume 1, page
040 of the Annotated Labeling section of this submission. "A clean copy of

‘the Pl with the compiete proposed text for labeling is Iocated in volume 1,
pages 041-062 of this submission. B -
The objective of the bioavailability study entitled, “Bioavailability of

Lansoprazole From Alternative Methods of Administration of Lansoprazole —
Granules”, was to compare the bioavailability of lansoprazole after
administration of granules from the capsule with_soft foods with_that after -
administration of an-intact lansoprazole capsule. The study designwas a
single-dose;open-label, crossover, four-period, randomized, single-center __
study. Subjects were randomly assigned to four groups of equal size with -
the groups receiving the four study regimens in different sequences. The
four regimens. mcluded 30 mg of lansoprazole granuies administered- w:th 1)
yogurt, 2) ENSURE" pudd!ng, 3) cottage cheese, and 4) an intact

~ lansoprazole capsule administered with water. All doses were administered

-under fasting conditions.

Pharmacokinetic parameters measured/calculated in this study incliided C,,,,,
Trmaxs B Cr ty2, AUC,..., and AUC,,. Briefly, the 90% confidence intervals
for all three test regimens (the three, new soft foods with lansoprazole

granules compared to the lansoprazole capsule alone}-for C,,, were within -

the 0.80-1.25 range, except for the lower limit of the 90% confidence
imterval for the ENSURE® pudding regimen, which was 0.78. The 90%




5

TAP Holdings Inc.

NDA 20-406, S-027 ‘ _
February 5, 1998 i
Page 3 —

- —_ ———,

confidendé ihtgwals for the pfincipal-bioavai[ability parameter, AUCc;—for the

three test regimens were within-the 0.80-1.25 criterion.for bicequivalence.
These results demonstrate that lansoprazole capsules may be administered

" -by adding the capsule contents to smail amounts of yogurt, pudding or
cottage cheese for ingestion. ’

__If you h;ve any questions or if you require additional information please

contact me at the number listed below or Ms. Judy Wargel at (847)°317-

-5-78-.1... o -

Sincerely, — ' -

}V@ﬂ%@% ’
Gary C. Magistrelli, Ph.D.
Associate Director, Regulatory Affairs

(847) 267-4961
(847) 317-5795 FAX - _ —

" APPEARS THIS WAY
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NDA 20-406/S-027

TAP Holdings, Inc. -

2355 Waukeggm Road
Deerfield, IL - 60015

" Dear Dr. Magistrelli:
We acknowledge receipt of yqn; supplemental applicntion for the »following: -

Name of Drug Prcduct:APrevacid_(lansoprazolc) Delcyed-Rel‘éasem Capcnles T

Supplement Number: S-027

~__ Date-of Supplement: February 5, 1998

Date of Receipt: February 6,

~ Attention: Gary C. Magistrelli, Ph.D.

'NDA Nuinber: NDA 20-406. - T _

—Therapeutic Classification: Standard ‘ L — _—

1998 C ,

This supplemenc rvl;‘rovxdes for revisions to ﬂlchEEAUTIONS and DOSAGE AND —
ADMINSTRATION sections. of the package insert to allow administration of the mtact
granules on puddmg, cottagc cheese, or yogurt.

Unless we notify you-_wnhm 60 days of our receipt date that. the application is not sufficiently

complete to permit a substantive review, this apphcanen will be filed unider section 505(b) of ~

the Act on April 7, 1998 in accordance with-21-CFR 314.101(a).

All communications concerning this supplemental application should be ;ddressed as follows: .

" Food and Drug Administration

- Rockville, Maryland 20857

»

Center for Drug Evaluation and Research

Division of Gastrointestinal and Coagulation Drug Products,
HFD-180

‘Attention: DOCUMENT CONTROL ROOM

5600 Fishers Lane

- - e
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"~ - NDA 20-406/5-027 -
N Page 2 ' .
If you have any questions, please contact me at —(301) 443-.0487. B
- Sincerely yours,
- ey aloks -
’ ] ) _ _MariaR. Walsh, M.S. _ - —
- _ ~ Project Manager . : B
o N : - Division of Gastrointestinal and
. o o Coagulation Drug Products — -
— R ) Office of Drug Evaluation III )
' Center for Drug Evaluation and Research
ccr o —
Original NDA 20-406/8-027 o
HFD-180/Div. Files i - i - -
HFD-180/M.Walsh - T —_

HFD-180/J. Hunt , . T - — -

-~ DISTRICT OFFICE L

Final: M.Walsh 2/10/98 - ‘ . e

ﬁlenaqxer - ‘ “ |
_-SUPPLEMENT ACKNOWLEDGEMENT (AC) ~ ~ T -~
: APPEARS THIS WAY "
ONORIGINAL




NDA 20-406/S-027
‘ SEP 28 1998

- TAP Holdﬁ1gs Inc.

Attention: Gary C. Mugi“sﬁ'clll, PhD
2355 WaukeganRoad - = -~
Deerﬁeh'L IL 60015 -

Dear Dr. Magistreili: -
Please refer to your pending F ebruary 5, 1998 supplemental new drug application submitted
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Prevacid (lansoprazole) -

_ Delayed-Release Capsules. ...

We are reviewing the Biopharmaceutics section(s) of your submiission and have the following
information requests regarding Study #M97-673 entitled, “Bioavailability of Lanosprazole From
Alternative Methods of Administartion of Lanospra.zole Granules:”

1. Please provide the drug product batch size for the study.

2. Please provide the drug product commercial batch size.

3. Pleaseprovide the precision and accuracy data for the =-pg/ml. conccntratlolrfhxmt of
quantitation} during the assay validation process.

4. Please explain the dlscrepanclcs in the precision and accuracy data provided under Methods
(Volume 3, Page 94) and under Results (Volume 3, page 107)..

- 5. Please provide-the reason(s) for providing. the harmonic mean for the elunmatlon half-life of

Jmsoprazole and thc anthmetlc mean for the other pharmacokinetic parameters.

6. Please provide the minimum effcctlvc plasma concentration of lansoprazole for eacl_i-_of the -

approved package insert indications.

»

We would appreciate your prompt written reSponse $0 We can continue our evaluation of your _
suppiemental application. '

_ APPEARS THIS Wy -
ON ORIGINAL




- NDA 20-406/S-027 ' T
~ Page?2 ' -

If you have any questions, contact me at (301) 443-0487.

- Sincerely,
Y LT -
" Kati Jolée
* Supervisory Consumer Safety Officer - _
: - Division of Gastrointestinal and Coagulation Drug Products
- : - Office of Drug Evaluation IIl
- ™ Center for Drug Evaluation and Research — -
cc: o
"~ Archival NDA 20-406/S-027 o
HFD-180/Div. Files - - T L
~ HFD-180/PM/M.Walsh - -
. HFD-870/D.Udo —
D.Lee )
DISTRICT OFFICE.. - . ) N ) . T
" Drafted by: M. Walsh 9/17/98 S L
Initialed by: D.Lee 9/17/98 .. - .
- - K.Johnson 9/22/98 : - i}
final: M. Walsh 9/23/98 . - T o
filename: ; ' -
_ INFORMATION REQUEST (IR) - -
s - _ APPEARS THIS WAY
- _ ~ ON ORIGIKAL -




MEMORANDUM OF TELECON

DATE: Januany-6. 1999

APPLICATION NUMBER: NDaA- 20-406!5-0;0 Prevacid (lzmsoprazole) Delaved-Release
Capsules

" ~BETWEEN: ’ ; =

Name: Gary Maclstrelh. Ph.D; Reaulatory Affzurs - -

. Phone: (847)267-4961 - o -
Representing: TAP Holdings, Inc.

AND -
Name Maria R. Walsh, M.S., Regulatory Pro;ect Manager ]
Division of Gastrointestinal and Coagulation Drug Products; HFD- 180

SUBJEC’!_': _Ap}g‘rovable Labeling

BACKGROUND: Supplement 030, submitted June 5, 1998 provides for revisions to the  —
PRECAUTIONS and DOSAGE AND ADMINISTRATION section of the package insert to add
statements about sprinkling the granules on strained pears and mixing the granules in orange or
tomato juice. The supplement was approvable on December 16, 1998 with some labeling :
revisions, i.e. the entire text regarding administration of the granules should be placed at the end
of the DOSAGE AND ADMINISTRATION section as per the currently approved labeling and a
subheader. such as “Alternative Media for Dose Administration™ may be added to this section to
separate the information regarding the mtact capsules from that of the granules.

TODAY'S C ALL: Dr. Magistrelli called and proposed the following alternative subheader:
“Alternative Administration Options.” He proposed that this subheader also precede the
—-- identical information contained in the PRECAUTIONS, Information for Pafients subsection. In
—addition. Dr. Magistrelli proposed that in the text regarding the administration of the granulés.in
a small volume-of juice . an equivalent amount in = be inserted after “60 ml.” —

~  1told Dr. Magistretli.that I would consult with Dr. Hugo Gallo-Torres. Medical Team Leader.

and inform him of the Agency’s recommendation as soon as possible. The call was then
— concluded.

After eensulting with Dr. Gallo- forres, I called Dr. Magistrelli and left a voice mail message that__
the sponsor’s proposals as described above are acceptable and the final printed labeling should

reflect these revisions.
1 _
Maria R. Walsh, M.S: —

APPEARS THISWAY — - . Regulatory Project Manager
ON ORIGINAL =




