CENTER FOR DRUG EVALUATION AND RESEARCH

Trade Name:

Generic Name:

Sponsor:
Approval Date:

Purpose:

Approval Package for:

APPLICATION NUMBER:

20-958/S015

Pepcid Complete chewable tablets

10 mg famotidine, 800 mg calcium carbonate and
165 mg magnesium hydroxide

Merck & Co., Inc.
November 18, 2008

Provides for the replacement of the current Pepcid
Complete chewable tablet product with a new
chewable tablet (EZ Chews) formulation and the
introduction of a new “Tropical Fruit” flavor with
associated packaging and labeling changes



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20-958/S015

CONTENTS

Reviews / Information Included in this NDA Review.

Approval Letter X
Other Action Letters
Labeling X

Summary Review

Officer/Employee List

Office Director Memo

Cross Discipline Team Leader Review

Medical Review(s)

X | X

Chemistry Review(s)

Environmental Assessment

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology/Biopharmaceutics Review(s)

X | X

Other Reviews

Risk Assessment and Risk Mitigation Review(s)

Proprietary Name Review(s)

Administrative/Correspondence Document(s) X




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20-958/S015

APPROVAL LETTER




SERVIC
o SERVICES,

p/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
( Food and Drug Administration

% ‘ﬁ Rockville, MD 20857
Iv“’lmm

K

of MEALTH o

NDA 20-958/S-015

Merck & Co., Inc.
Attention: Paulette Midgette
Manager, Regulatory Affairs
Worldwide OTC Regulatory Affairs
Sumneytown Pike, P.O. Box 4, UN-D129
West Point, PA 19486

Dear Ms. Midgette:

Please refer to your supplemental new drug application for NDA 20-958 dated July 18, 2008, received
July 18, 2008, submitted under section 505 (b) of the Federal Food, Drug, and Cosmetic Act for Pepcid
Complete (10 mg famotidine, 800 mg calcium carbonate and 165 mg magnesium hydroxide) chewable
Tablets.

We also acknowledge receipt of your submissions dated July 31, August 8, September 12 and 19,
October 28 and 29 and November 5, 2008.

This supplemental new drug application provides for the replacement of the current Pepcid™
Complete chewable tablet product with a new chewable tablet (EZ Chews) formulation and the
introduction of anew “Tropical Fruit” flavor with associated packaging and labeling changes.

We have completed our review of this application. This application is approved, effective on the date
of this|letter, for use as recommended in the agreed upon labeling text. Only the referenced labels and
count sizes for the new chewable tablet formulation are approved for use under this application.

The final printed labeling (FPL) must be identical to the enclosed labeling (5-, and 8-count carton |abel
and 25x1-count dispensit carton label and 1-ct trade pouch label for the tropical fruit flavor; 25- and
50-count bottle label and 1-count sample pouch label for the tropical fruit, berry and mint flavors; and
100-count bottle label for the berry flavor), and must be formatted in accordance with the requirements
of 21 CFR 201.66.

Please submit an electronic version of the FPL according to the guidance for industry titled Providing
Regulatory Submissionsin Electronic Format - NDA. Alternatively, you may submit 20 paper copies
of the FPL as soon asit is available but no more than 30 days after it is printed. Individually mount 15
of the copies on heavy-weight paper or similar material. For administrative purposes, designate these
submissions "FPL for approved supplement NDA 20-958/S-015.” Approval of these submissions by
FDA is not required before the labeling is used.

Per your November 12, 2008 commitment, we remind you that the prominence of the tamper
resistance statement will be increased and the statement “ The makers of Pepcid Complete do not
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Page 2

manufacture store brands’ will be removed from the back carton label on all tropical fruit carton labels
by July 2009. We also remind you that the “NEW TASTE” and “NEW FLAVOR” flags must be
removed from the label and labeling, wherever it appears, after the first six months of marketing.

Marketing the product with FPL that is not identical to the approved labeling text and in the required
format may render the product misbranded and an unapproved new drug.

If you issue aletter communicating important information about this drug product (i.e., a“Dear Health
Care Professional” |etter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH

Food and Drug Administration
5515 Security Lane

HFD-001, Suite 5100
Rockville, MD 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR
314.80 and 314.81).

If you have any questions, call Mary Vienna, Regulatory Project Manager, at (301) 796-4150.

Sincerely,

{See appended electronic signature page}

Joel Schiffenbauer, M.D.

Deputy Director

Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research

Enclosure



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Joel Schiffenbauer
11/18/2008 06:12:22 AM
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Drug Facts (continued)

« frequent chest pain

« frequent wheezing, particularly with heartburn
« unexplained weight loss

+nausea or vomiting

« stomach pain

Ask a doctor or pharmacist before use if you are presently taking a

prescription drug. Antacids may interact with certain prescription drugs.

Stop use and ask a doctor if
«your heartburn continues or worsens
«you need to take this product for more than 14 days

(b) (4)
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«to relieve symptoms, chew 1 tablet before swallowing
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® « each tablet contains: calcium 320 mg; magnesium 70 mg
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«read the directions and warnings before use
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Acid Reducer |+ Antacid

Just One Tablet!

Relieves Heartburn
Due to Acid Indigestion

5 Chewable Tablets
Tropical Fruit Flavor
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DUAL ACT/ION.
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‘ 5 Chewable Tablets
Tropical Fruit Flavor
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+ Antacid

Just One Tablet!

Relieves Heartburn
Due to Acid Indigestion

3 )
8 Chewable Tablets
Tropical Fruit Flavor

Ctn Pepcid Complete Fruit Chew Tab 8 FDA
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The makers of
Pepcid® Complete do not
manufacture store brands



FPO

Do not use if pouch is open or torn.

Pepcid

Pepcid |

— CompIL te

The acid The neutralizing Combined
reducing benefits benefits of inasingle
of Pepcid AC antacids chewable tablet

Acid Reducer  + Antacid

Drug Facts

Active ingredients (in each chewable tablet) Purpose
Famotidine 10 mg Acid reducer
Calcium carbonate 800 mg Antacid
Magnesium hydroxide 165 mg. Antacid

Use relieves heartburn associated with acid indigestion and sour stomach

Warnings

Allergy alert: Do not use if you are allergic to famotidine or other acid reducers

Do not use

«if you have trouble or pain swallowing food, vomiting with blood, or bloody or black stools. These may be signs of a
serious condition. See your doctor.

« with other acid reducers

Ask a doctor before use if you have
« had heartburn over 3 months. This may be a S|gn of a more serious condition.
« heartburn with lightheaded
« chest pain or shoulder pain with shortness of breath sweating; pain spreading to arms, neck or shoulders;
or lightheadedness
« frequent chest pain
« frequent wheezing, particularly with heartburn
« unexplained weight loss
< nausea or vomiting
« stomach pain
Ask a doctor or pharmacist before use if you are presently taking a prescription drug. Antacids may interact with
certain prescription drugs.
Stop use and ask a doctor if
« your heartburn continues or worsens
« you need to take this product for more than 14 days
If pregnant or breast-feeding, ask a health professional before use.
Keep out of reach of children. In case of overdose, get medical help or contact a Poison Control Center right away.

Directions

« adults and children 12 years and over:
« do not swallow tablet whole: chew completely
«to relieve symptoms, chew 1 tablet before swallowing
«do not use more than 2 chewable tablets in 24 hours

« children under 12 years: ask a doctor

Other information

«each tablet contains: calcium 320 mg; magnesium 70 mg
«read the directions and warnings before use

« keep the carton. It contains important information.

« store at 20°-30°C (68°-86°F)

« protect from moisture

Inactive ingredients cellulose acetate, corn starch, corn syrup solids, crospovidone, dextrose, FD&C yellow #5
aluminum lake (tartrazine), FD&C yellow #6 aluminum lake, flavors, gum arabic, hydroxypropyl cellulose, hypromellose,

lactose, magnesium stearate, maltodextrin, mineral oil, sucralose, triacetin

Questions or comments? 1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

FPO

The makers of Pepcid® Complete do not manufacture store brands.

XXXXXXX

WHAT

YOU

SHOULD

KNOW

ABOUT: ®

Acid Reducer ~ + Antacid

PEPCID® COMPLETE combines an acid reducer (famotidine) with antacids

(calcium carbonate and magnesium hydroxide) to relieve heartburn in
two different ways: Acid reducers decrease the production of new
stomach acid; antacids neutralize acid that is already in the stomach.
The active ingredients in PEPCID® COMPLETE have been used for years
to treat acid-related problems in millions of people safely and effectively.

¢ Just 1 tablet relieves heartburn due to acid indigestion.

\ Shown actual size

Use PEPCID® COMPLETE PEPCID® COMPLETE
:0 re'_i:\_'e';]eaﬂt!’ur" d:e TO RELIEVE SYMPTOMS tca';xe uze*!lup

[0 acid Indigestion an 0 twice daily

sour stomach. Children Chew 1 tablet completely (up to 2 chewable

under 12 years: ask a before swallowing. tablets in 24 hours).

doctor

It is normal for the stomach to produce acid, especially after consuming food
and beverages. However, acid in the stomach may move up into the wrong
place (the esophagus), causing burning pain and discomfort that interfere with
everyday activities.

* Heartburn—Caused by acid in the esophagus Tips for Managing Heartburn
* Do not e flat or bend over soon after eating.

Avalve-like Burning pain/ * Do noteat late at night, or just before bedtime.
muscle called discomfortin o Certain foods or drinks are more likely to cause
the lower esophagus heartburn, such as rich, spicy, fatty, and fried foods,
esophageal chocolate, caffeine, alcohol, and even some fruts
sphincter (LES) Acidmovesup _andvegetables. .
is relaxed in fromstomach ~ * Eat slowly and do_ not eat big r_neals.
an open * lfyouare overweight, lose weight.
position « If you smoke, quit smoking.

* Raise the head of your bed.

 Wear loose fitting clothing around your stomach.

(b) (4)

DUAL ACTION C

Dencid
Cavanlate

Acid Reducer |+ Antacid

Just One Tablet!

Relieves Heartburn
Due to Acid Indigestion

Chewable Tablets
Tropical Fruit Flavor

NDC 16837-246-53

_ DUAL ACTION C
el rm
Coipnlate

- Acid Reducer | + Antamd
Just One Tablet!

Relieves Heartburn
Due to Acid Indigestion

Chewable Tablets
Tropical Fruit Flavor

Disp Pepcid Complete Fruit Chew Tab 25x1 FDA
June 25, 2008

WHAT

YOU

SHOULD

KNOW

ABOUT: ®

Acid Reducer  + Antacid

Allergy alert: Do not use if you are allergic to famotidine
or other acid reducers

Do not use

¢ if you have trouble or pain swallowing food, vomiting with blood,
or bloody or black stools. These may be signs of a serious condition.
See your doctor.

¢ with other acid reducers

Ask a doctor before use if you have

¢ had heartburn over 3 months. This may be a sign of a more
serious condition.

¢ heartburn with lightheadedness, sweating, or dizziness

o chest pain or shoulder pain with shortness of breath; sweating;
pain spreading to arms, neck or shoulders; or lightheadedness

o frequent chest pain

o frequent wheezing, particularly with heartburn

¢ unexplained weight loss

® nausea or vomiting

® stomach pain

Ask a doctor or pharmacist before use if you are presently taking a
prescription drug. Antacids may interact with certain prescription
drugs.

Stop use and ask a doctor if

¢ your heartburn continues or worsens

¢ you need to take this product for more than 14 days

If pregnant or breast-feeding, ask a health professional before use.
Keep out of reach of children. In case of overdose, get medical help or
contact a Poison Control Center right away.

Please call 1-800-755-4008 (English) or
1-888-466-8746 (Spanish) for more information and
a guide on how to help control heartburn.

Pepcid® Complete is K

eligible for coverage Distributed by:

The Pepcid® Complete Brand name is a guarantee of
i our commitment to you. We have worked hard to earn
your trust and we'll work even harder to maintain it.

by Flexible Spending

Account dollars. CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
See your employer ® Registered trademark of Merck & Co., Inc.

for details. Please visit our website at: www.pepcidac.com

3008793 E-2



Blister @ 100% Scale

e Pepcid

U ormplete

1 Tropical Fruit Chewable Tablet

EXP XX/XX Famotidine 10 mg
LOT XXX Calcium carbonate 800 mg
Magnesium hydroxide 165 mg

Blister @ 200% Scale

@
Ec:d@
Ft Wash. PA 19034 omblete

Acid Reducer & + Aniacid

Dist. by P
J&J*MERCK CPC C

0001948 1 Tropical Fruit Chewable Tablet

I EXP XX/XX Famotidine 10 mg
LOT XXXXXX Calcium carbonate 800 mg
Magnesium hydroxide 165 mg




Drug Facts (continued)

Directions

« adults and children 12 years and over:
« do not swallow tablet whole: chew completely
« to relieve symptoms, chew 1 tablet before swallowing
« do not use more than 2 chewable tablets in 24 hours

« children under 12 years: ask a doctor

Other information
« each tablet contains: calcium 320 mg; magnesium 70 mg
«read the directions and warnings before use

Drug Facts (continued)

flavors, gum arabic, hydroxypropyl cellulose, hypromellose, lactose,
magnesium stearate, maltodextrin, mineral oil, sucralose, triacetin

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn
Do not lie flat or bend over after eating

* Do not wear tight-fitting clothing around
the stomach Do not eat before bedtime

LOT « read the bottle label. It contains important information. « Raise the head of your bed * Avoid
 store at 20°-30°C (68°-86°F) heartburn-causing foods such as rich,
EXP. « protect from moisture spicy, fatty or fried foods, chocolate,

Inactive ingredients
cellulose acetate, corn starch, corn syrup solids, crospovidone, dextrose,

caffeine, alcohol, and certain fruits and

vegetables * Eat slowly and avoid big Shown actual size

meals ¢ If overweight, lose weight
XXXXXXX FD&C yellow #5 aluminum lake (tartrazine), FD&C yellow #6 aluminum lake, « Quit smoking YXOOXKX
For Complete Directions and Warnings . .
DO NOT USE IF PRINTED FOIL SEAL Drug Facts (continued) Drug Facts (continued)

UNDER BOTTLE CAP IS OPEN OR TORN.

NDC 16837-246-25 Warnings « frequent wheezing, particularly with heartburn
Drug Facts Allergy alert: Do not use if you are allergic to famotidine or other + unexplained weight loss
— 9 f Active ingredients Purpose acidreducers . n’fl useahor e
« stomach pain
-) Ta ("' each chewable tah,et) Do notuse Ask a doctor or pharmacist before use if you are presently taking a
/) F idine 10 mg Acid reducer « if you have trouble or pain swallowing food, vomiting with blood, or Gac 3 r 0 5 akil
L - Calcium carbonate 800 mg... Antacid bloody or black stools. These may be signs of a serious condition. See s:ﬁzzrmtmn drug. Antacids may interact with certain prescription

" Acid Reducer |+ Antacid

Just One Tablet!
Relieves Heartburn
Due to Acid Indigestion

2 5 Chewable Tablets
Tropical Fruit Flavor

Magnesium hydroxide 165 mg. .Antacid

Use relieves heartburn associated with acid indigestion
and sour stomach

The makers of Pepcid® Complete
do not manufacture store brands.

Distributed by:

CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
® Registered trademark of Merck & Co., Inc.

(b) (4)

your doctor.
«with other acid reducers

Ask a doctor before use if you have

«had heartburn over 3 months. This may be a sign of a more
serious condition.

« heartburn with lightheaded g, or dizzi

« chest pain or shoulder pain with shortness of breath; sweating;
pain spreading to arms, neck or shoulders; or lightheadedness

« frequent chest pain

Stop use and ask a doctor if
«your heartburn continues or worsens
«you need to take this product for more than 14 days

If pregnant or breast-feeding, ask a health professional before use.
Keep out of reach of children. In case of overdose, get medical help or
contact a Poison Control Center right away.

Lbl Pepcid Complete Tropical Fruit Chew Tab 25 FDA 3008793 A-2

June 25, 2008



Drug Facts (continued)
Directions

« adults and children 12 years and over:
« do not swallow tablet whole: chew completely
« to relieve symptoms, chew 1 tablet before swallowing
« do not use more than 2 chewable tablets in 24 hours

« children under 12 years: ask a doctor

Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg
«read the directions and warnings before use

LOT «read the bottle label. It contains important information.
+ store at 20°-30°C (68°-86°F)

EXP. « protect from moisture
Inactive ingredients

XXXXXXX

For Complete Directions and Warnings

DO NOT USE IF PRINTED FOIL SEAL
UNDER BOTTLE CAP IS OPEN OR TORN.

Drug Facts

f Active ingredients Purpose
(in each chewable tablet)

Famotidine 10 mg Acid reducer

Calcium carbonate 800 mg... .Antacid

Magnesium hydroxide 165 mg. .Antacid

NDG 16837-291-25
DUALACTION ~

Danci

Use relieves heartburn associated with acid indigestion
and sour stomach

" Acid Reducer |+ Antacid
Just One Tablet! The makers of Pepcid® Complete
do not manufacture store brands.

Relieves Heartburn
Due to Acid Indigestion ‘ Distributed by:
25 Chewable Tablets CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Berry Flavor ® Registered trademark of Merck & Co., Inc.

(b) (4)

Drug Facts (continued)

flavors, gum arabic, hydroxypropyl cellulose, hypromellose, lactose,
magnesium stearate, maltodextrin, mineral oil, sucralose

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn

Do not lie flat or bend over after eating

* Do not wear tight-fitting clothing around

the stomach Do not eat before bedtime

* Raise the head of your bed * Avoid
heartburn-causing foods such as rich,

spicy, fatty or fried foods, chocolate, \
caffeine, alcohol, and certain fruits and

vegetables * Eat slowly and avoid big Shown actual size

cellulose acetate, corn starch, crospovidone, D&C red #7 calcium lake, meals * If overweight, lose weight
dextrose, FD&C blue #1 aluminum lake, FD&C red #40 aluminum lake,

* Quit smoking XXXXXXX

Drug Facts (continued) Drug Facts (continued)

Warnings « frequent wheezing, particularly with heartburn

Allergy alert: Do not use if you are allergic to famotidine or other + unexplained weight loss

acid reducers *nausea or vomiting

« stomach pain

Do not use . . .

« if you have trouble or pain swallowing food, vomiting with blood, or Aska ‘_’0‘_’“" or I’ha"“a‘{'s' helo_re use if youare pr_esently tgkl_ng a
bloody or black stools. These may be signs of a serious condition. See  Prescription drug. Antacids may interact with certain prescription
your doctor. drugs.

« with other acid reducers )
Stop use and ask a doctor if

«your heartburn continues or worsens

Ask a doctor before use if you have
«you need to take this product for more than 14 days

«had heartburn over 3 months. This may be a sign of a more
serious condition.

« heartburn with lightheaded ing, or dizzi If pregnant or breast-feeding, ask a health professional before use.

« chest pain or shoulder pain with shortness of breath; sweating; Keep out of reach of children. In case of overdose, get medical help or
pain spreading to arms, neck or shoulders; or lightheadedness contact a Poison Control Center right away.

« frequent chest pain

Lbl Pepcid Complete Berry Chew Tab 25 FDA
October 22, 2008
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Drug Facts (continued)
Directions

« adults and children 12 years and over:
« do not swallow tablet whole: chew completely
« to relieve symptoms, chew 1 tablet before swallowing
« do not use more than 2 chewable tablets in 24 hours

« children under 12 years: ask a doctor

Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg
«read the directions and warnings before use
LOT «read the bottle label. It contains important information.

+ store at 20°-30°C (68°-86°F)

Drug Facts (continued)

hydroxypropyl cellulose, hypromellose, lactose, magnesium stearate,

maltodextrin, mineral oil, sucralose

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn
Do not lie flat or bend over after eating

* Do not wear tight-fitting clothing around
the stomach * Do not eat before bedtime
* Raise the head of your bed * Avoid
heartburn-causing foods such as rich,

EXP. * protect from moisture spicy, fatty or fried foods, chocolate,
P . caffeine, alcohol, and certain fruits and
Inactive ingredients ) ) vegetables + Eat slowly and avoid big  Shown actual size
XXXXXXX cellulose acetate, corn starch, crospovidone, D&C yellow #10 aluminum meals ¢ If overweight, lose weight
lake, dextrose, FD&C blue #1 aluminum lake, flavors, gum arabic, « Quit smoking

For Complete Directions and Warnings

DO NOT USE IF PRINTED FOIL SEAL
UNDER BOTTLE CAP IS OPEN OR TORN.

Drug Facts

f Active ingredients Purpose
(in each chewable tablet)

F; idine 10 mg Acid reducer

Calcium carbonate 800 mg... .Antacid

Magnesium hydroxide 165 mg. .Antacid

NDC 16837-888-25
DUALACTION ~

Danci

Use relieves heartburn associated with acid indigestion
and sour stomach

" Acid Reducer |+ Antacid
Just One Tablet! The makers of Pepcid® Complete
do not manufacture store brands.

Relieves Heartburn
Due to Acid Indigestion ‘ Distributed by:
25 Chewable Tablets CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Cool Mint Flavor ® Registered trademark of Merck & Co., Inc.

(b) (4)

Lbl Pepcid Complete Cool Mint Chew Tab 25 FDA

Drug Facts (continued)

Warnings
Allergy alert: Do not use if you are allergic to famotidine or other
acid reducers

Do not use

«if you have trouble or pain swallowing food, vomiting with blood, or
bloody or black stools. These may be signs of a serious condition. See
your doctor.

«with other acid reducers

Ask a doctor before use if you have

«had heartburn over 3 months. This may be a sign of a more
serious condition.

« heartburn with lightheaded g, or dizzi

« chest pain or shoulder pain with shortness of breath; sweating;
pain spreading to arms, neck or shoulders; or lightheadedness

«frequent chest pain

October 23, 2008

XXXXXXX

Drug Facts (continued)

« frequent wheezing, particularly with heartburn
« unexplained weight loss

*nausea or vomiting

« stomach pain

Ask a doctor or pharmacist before use if you are presently taking a
prescription drug. Antacids may interact with certain prescription
drugs.

Stop use and ask a doctor if
«your heartburn continues or worsens
«you need to take this product for more than 14 days

If pregnant or breast-feeding, ask a health professional before use.

Keep out of reach of children. In case of overdose, get medical help or
contact a Poison Control Center right away.

3008792 A-2



LOT

EXP.

NDC 16837-246-50

DUAL ACTION ®

Pencid

ol e I
C@/M alaibe
Acid Reducer |+ Antacid
Just One Tablet!

Relieves Heartburn
Due to Acid Indigestion

Chewable Tablets
Tropical Fruit Flavor

XXXXXXX

(b) (4)

Drug Facts (continued)
Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg

« read the directions and warnings before use

« read the bottle label. It contains important information.

« store at 20°-30°C (68°-86°F)
« protect from moisture

Inactive ingredients

cellulose acetate, corn starch, corn syrup solids, crospovidone, dextrose, FD&C yellow #5 aluminum lake (tartrazine), FD&C yellow #6
aluminum lake, flavors, gum arabic, hydroxypropyl cellulose, hypromellose, lactose, magnesium stearate, maltodextrin, mineral oil,

sucralose, triacetin

Questions or comments?

1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn

* Do not lie flat or bend over after eating * Do not
wear tight-fitting clothing around the stomach ¢ Do
not eat before bedtime * Raise the head of your bed
* Avoid heartburn-causing foods such as rich,
spicy, fatty or fried foods, chocolate, caffeine,
alcohol, and certain fruits and vegetables  Eat
slowly and avoid big meals  If overweight, lose
weight * Quit smoking

For Complete Directions and Warnings

DO NOT USE IF PRINTED FOIL SEAL
UNDER BOTTLE CAP IS OPEN OR TORN.

Drug Facts

Active ingredients Purpose
(in each chewable tablet)

Acid reducer
..Antacid
Magnesium hydroxide 165 mg Antacid

Use relieves heartburn associated with acid
indigestion and sour stomach

Warnings

Allergy alert: Do not use if you are allergic to

famotidine or other acid reducers

Do not use

«if you have trouble or pain swallowing food,
vomiting with blood, or bloody or black stools.
These may be signs of a serious condition.
See your doctor.

«with other acid reducers

The makers of
o Pepcid® Complete
do not manufacture
store brands.

Distributed by:

CONSUMER PHARMACEUTICALS CO.
FORT WASHINGTON, PA 19034 USA

® Registered trademark of Merck & Co., Inc.
Shown actual size

Drug Facts (continued)

Ask a doctor before use if you have

« had heartburn over 3 months. This may be a S|gn of a more serious condition.

« heartburn with lightheaded

« chest pain or shoulder pain with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or lightheadedness
« frequent chest pain

« frequent wheezing, particularly with heartburn

« unexplained weight loss

< nausea or vomiting

« stomach pain

Ask a doctor or pharmacist before use if you are presently taking a prescription drug. Antacids may interact with certain prescription drugs.

Stop use and ask a doctor if
«your heartburn continues or worsens
< you need to take this product for more than 14 days

If pregnant or breast-feeding, ask a health professional before use.
Keep out of reach of children. In case of overdose, get medical help or contact a Poison Control Center right away.

Directions
« adults and children 12 years and over:
« do not swallow tablet whole: chew completely
« to relieve symptoms, chew 1 tablet before swallowing
« do not use more than 2 chewable tablets in 24 hours
« children under 12 years: ask a doctor XXXXXXX

Lbl Pepcid Complete Tropical Fruit Chew Tab 50 FDA 3008793 B-2
June 25, 2008



Drug Facts (continued)

Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg
« read the directions and warnings before use

«read the bottle label. It contains important information.

« store at 20°-30°C (68°-86°F)

« protect from moisture

Inactive ingredients
cellulose acetate, corn starch, crospovidone, D&C red #7 calcium lake, dextrose, FD&C blue #1 aluminum lake, FD&C red #40 aluminum
lake, flavors, gum arabic, hydroxypropyl cellulose, hypromellose, lactose, stearate, maltodextrin, mineral oil, sucralose

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn

+ Do not lie flat or bend over after eating * Do not Distributed by:
LoT wear tight-fitting clothing around the stomach ¢ Do
not eat before bedtime * Raise the head of your bed
EXP. * Avoid heartburn-causing foods such as rich, CONSUMER PHARMACEUTICALS CO.
spicy, fatty or fried foods, chocolate, caffeine, \ FORT WASHINGTON, PA 19034 USA
alcohol, and certain fruits and vegetables  Eat ® Registered trademark of Merck & Co., Inc
XXXXXXX slowly and avoid big meals  If overweight, lose e
weight * Quit smoking Shown actual size

For Complete Directions and Warnings

Drug Facts (continued)
DO NOT USE IF PRINTED FOIL SEAL

UNDER BOTTLE CAP IS OPEN OR TORN. Ask a doctor before use if you have
« had heartburn over 3 months. This may be a sngn of a more serious condition.
D Fact had heartb| 3 hs. Thi b f di
rug racts « heartburn with lightheaded or d
NDC 16837-291-50 Active ingredients Purpose « chest pain or shoulder pain with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or lightheadedness

« frequent chest pain
X « frequent wheezing, particularly with heartburn
Acid reducer

DUAL ACTION ®
Antacid « unexplained weight loss

i ! ¢ . | < nausea or vomiting
Mag hydroxide 165 mg. Antacid « stomach pain
.Us.e rg\ieves heartburn associated with acid Ask a doctor or pharmacist before use if you are presently taking a prescription drug. Antacids may interact with certain prescription drugs.
indigestion and sour stomach

: Stop use and ask a doctor if
Warnin S . ) « your heartburn continues or worsens
Allergy alert: Do not use if you are allergic to

¥ SN : : :
O ///// j /p/ p famotiine or other acid reducers you need to take this product for more than 14 days

Do not use

(in each chewable tablet)

If pregnant or breast-feeding, ask a health professional before use.

Acid Reducer |+ Antacid +if you have trouble or pain swallowing food, Keep out of reach of children. In case of overdose, get medical help or contact a Poison Control Center right away.
vomiting with blood, or bloody or black stools.
These may be signs of a serious condition. . .
Iust One Tablet! See your doctor. Directions
. «with other acid reducers « adults and children 12 years and over:
Relieves Heartburn « do not swallow tablet whole: chew completely
Due to Acid lndlgestlon Thf—i‘ makers of « to relieve symptoms, chew 1 tablet before swallowing
o Pepcid® Complete «do not use more than 2 chewable tablets in 24 hours
Chewab’e Tablets do not manufacture « children under 12 years: ask a doctor XXXXXXX
Berry Flavor store brands.

(b) (4)

Lbl Pepcid Complete Berry Chew Tab 50 FDA 3008791 B-3
October 23, 2008



Drug Facts (continued)

Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg
« read the directions and warnings before use

«read the bottle label. It contains important information.

« store at 20°-30°C (68°-86°F)

« protect from moisture

Inactive ingredients
cellulose acetate, corn starch, crospovidone, D&C yellow #10 aluminum lake, dextrose, FD&C blue #1 aluminum lake, flavors, gum
arabic, hydroxypropyl cellulose, hypromellose, lactose, magnesium stearate, maltodextrin, mineral oil, sucralose

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Heartburn

+ Do not lie flat or bend over after eating * Do not Distributed by:
LoT wear tight-fitting clothing around the stomach ¢ Do
not eat before bedtime * Raise the head of your bed
EXP. * Avoid heartburn-causing foods such as rich, CONSUMER PHARMACEUTICALS CO.
spicy, fatty or fried foods, chocolate, caffeine, FORT WASHINGTON, PA 19034 USA
alcohol, and certain fruits and vegetables  Eat ® Registered trademark of Merck & Co., Inc
XXXXXXX slowly and avoid big meals  If overweight, lose v
weight * Quit smoking Shown actual size

For Complete Directions and Warnings

Drug Facts (continued)
DO NOT USE IF PRINTED FOIL SEAL

UNDER BOTTLE CAP IS OPEN OR TORN. Ask a doctor before use if you have
« had heartburn over 3 months. This may be a sngn of a more serious condition.
D Fact had heartb| 3 hs. Thi b f di
rug racts « heartburn with lightheaded or d
NDC 16837-888-50 Active ingredients Purpose « chest pain or shoulder pain with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or lightheadedness

« frequent chest pain
X « frequent wheezing, particularly with heartburn
Acid reducer

DUAL ACTION C
Antacid « unexplained weight loss

i ! ¢ . | < nausea or vomiting
Mag hydroxide 165 mg. Antacid « stomach pain
.Us.e rg\ieves heartburn associated with acid Ask a doctor or pharmacist before use if you are presently taking a prescription drug. Antacids may interact with certain prescription drugs.
indigestion and sour stomach

: Stop use and ask a doctor if
Warnings «your heartburn continues or worsens

l, — >/ Allergy alert: Do not use if you are allergic to . h
O / // // j /p / p tamotidine ot other acid reducers you need to take this product for more than 14 days

Do not use

(in each chewable tablet)

If pregnant or breast-feeding, ask a health professional before use.

Acid Reducer |+ Antacid +if you have trouble or pain swallowing food, Keep out of reach of children. In case of overdose, get medical help or contact a Poison Control Center right away.
vomiting with blood, or bloody or black stools.
These may be signs of a serious condition. . .
Iust One Tablet! See your doctor. Directions
. «with other acid reducers « adults and children 12 years and over:
Relieves Heaﬂbym - « do not swallow tablet whole: chew completely
Due to Acid lndlgestlon Thf—i‘ makers of « to relieve symptoms, chew 1 tablet before swallowing
o Pepcid® Complete «do not use more than 2 chewable tablets in 24 hours
5 0 Chewa‘.?’e Tablets do not manufacture « children under 12 years: ask a doctor XXXXXXX
Cool Mint Flavor store brands.

(b) 4)

Lbl Pepcid Complete Cool Mint Chew Tab 50 FDA 3008792 B-2
October 23, 2008



DUAL ACTION

Acid Reducer + Antacid
Just One Tablet!

Relieves Heartburn 1 Chewable Tablet
Due to Acid Indigestion I Tropical Fruit Flavor

Do not use if pouch is open or torn.
Active ingredients (in each chewable tablet)
Famotidine 10 mg .
Calcium carbonate 800 mg
Magnesium hydroxide 165 mg...
Use: relieves heartburn associated with acid indigestion and sour stomach

Warnings: Allergy alert: Do not use if you are allergic to famotidine or other acid reducers

Purpose
Acid reducer

150% OF SIZE

DUAL ACTION

Acid Reducer + Antacid
Just One Tablet!

Relieves Heartburn 1 Chewable Tablet

Due to Acid Indigestion

Do not use if pouch is open or torn.

Active ingredients (in each chewable tablet) Purpose
Famotidine 10 mg. Acid reducer
Calcium carbonate 800 mg Antacid

Tropical Fruit Flavor

Magnesium hydroxide 16 Antacid

Use: relieves hearthurn assuclaled wi h acid indigestion and sour stomach

Warnings: Allergy alert: Do not use if you are allergic to famotidine or o her acid reducers

(b) (4)

Pouch Pepcid Complete Fruit Chew Tab FDA
June 25, 2008

Do not use ¢ if you have trouble or pain swallowing food, vomiting with
blood, or bloody or black stools. These may be signs of a serious condition.
See your doctor. * with other acid reducers. Ask a doctor hefore use if you have
* had heartburn over 3 months. This may be a sign of a more serious condition.
o hearthurn with lightheadedness, sweating, or dizziness e chest pain or shoulder pain
with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or
lightheadedness o frequent chest pain e frequent wheezing, particularly with heartburn
e unexplained weight loss e nausea or vomiting * stomach pain. Ask a doctor or pharmacist
hefore use if you are presently taking a prescription drug. Antacids may interact with certain
prescription drugs. Stop use and ask a doctor if ¢ your heartburn continues or worsens e you
need to take this product for more than 14 days. If pregnant or breast-feeding, ask a health
professional before use. Keep out of reach of children. In case of overdose, get medical
help or contact a Poison Control Center right away. Directions ¢ adults and children 12 years
and over: e do not swallow tablet whole: chew completely © to relieve symptoms, chew
1tablet before swallowing e do not use more than 2 chewable tablets in 24 hours e children
under 12 years: ask a doctor. Other information ¢ each tablet contains: calcium 320 mg;
magnesium 70 mg e read the directions and warnings before use o store at 20-30 C (68-86
F)  protect from moisture. Inactive ingredients cellulose acetate, corn starch, corn syrup
solids, crospovidone, dextrose, FD&C yellow #5 aluminum lake (tartrazine), FD&C yellow #6
aluminum lake, flavors, gum arabic, hydroxypropyl cellulose, hypromellose, lactose,
magnesium stearate, maltodextrin, mineral oil, sucralose, triacetin
Questions or comments? 1-800-755-4008 (English) or 1-888-466-8746 (Spanish)
Dist. by:

CONSUMER PHARMACEUTICALS CO., FORT WASHINGTUN PA 19034 USA
®Reistered trademark of Merck & Co., Inc www.pepcidac.com XXXXXXX

Do not use ¢ if you have trouble or pain swallowing food, vomiting wi h
blood, or bloody or black stools. These may be signs of a serious condition.
See your doctor. *wi h o her acid reducers. Ask a doctor before use if you have
« had heartburn over 3 mon hs. This may be a sign of a more serious condition.
« hearthurn wi h lightheadedness, manng, or dizziness  chest pain or shoulder pain
Wi h shortness of brea h; sweating; pain spreading to arms, neck or shoulders; or
ligh headedness ¢ frequent chest pain  frequent whmmq particularly wi h hearthurn
e une plained weight loss * nausea or omiting * stomach pain. Ask a doctor or pharmacist
hefore use f you are presently taking a prescription drug. Antacids may interact wi h certain
prescription drugs. Stop use and ask a doctor if * your heartburn continues or worsens * you
need to take his product for more han 14 days. If pregnant or breast-feeding, ask a heal h
professional hefore use. Keep out of reach of children. In case of o erdose get medical
help or contact a Poison Control Center right away. Directions * adults and chi dren 12 years
and o er: » do not swallow tablet whole: chew completely « to relieve symptoms, chew
1 tablet before swallowing e do not use more han 2 chewable tablets in 24 hours ® children
under 12 years: ask a doctor. Other information » each tablet contains: calcium 320 mg;
magnesium 70 mg * read e directions and warnings before use ¢ store at 20-30 C (68-86
F) ¢ protect from moisture. Inactive ingredients cellulose acetate, cor starch, corn syrup
solids, crospovidone, dextrose, D&C ellow #5 aluminum lake (tartrazine), FD&C yellow #6
alummum lake, flavors, gum arahlc hydrox propyl cellulose, hypromellose, lactose,
magnesium stearate, maltodexrin, mineral oil, Sucralose, tracetin
Questions or comments? 1-800-755 4008 (Enullsh) or 1-888-466-8746 (Spanish)

Dist. by:
CONSUMER PHARMACEUTICALS CO., FI'IRT WASIIIMGTDN PA 19034 USA
®Registered trademark of Merck & Co., www pepcidac com  XXXXXXX

3008793 F-2



0"& 5 Do not use e if you have trouble or pain swallowing food, vomiting with
%0 blood, or bloody or black stools. These may be signs of a serious condition.
DUA l A CTION %, See your doctor. * with other acid reducers. Ask a doctor before use if you have
J}."’ * had hearthurn over 3 months. This may be a sign of a more serious condition.
4 o hearthurn with lightheadedness, sweating, or dizziness e chest pain or shoulder pain
with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or
lightheadedness e frequent chest pain e frequent wheezing, particularly with heartburn
* unexplained weight loss ® nausea or vomiting  stomach pain. Ask a doctor or
pharmacist hefore use if you are presently taking a prescription drug. Antacids may
interact with certain prescription drugs. Stop use and ask a doctor if e your heartburn
continues or worsens ® you need to take this product for more than 14 days. If pregnant or
breast-feeding, ask a health professional before use. Keep out of reach of children.
In case of overdose, get medical help or contact a Poison Control Center right away.
Directions e adults and children 12 years and over: * do not swallow tablet whole: chew
completely e to relieve symptoms, chew 1 tablet before swallowing e do not use more than
Acid Reducer + Antacid 2 chewable tablets in 24 hours e children under 12 years: ask a doctor. Other information
o each tablet contains: calcium 320 mg; magnesium 70 mg e read the directions and warnings
lust o ne Ta b let! hefore use e store at 20-30 C (68-86 F) ® protect from moisture. Inactive ingredients cellulose
acetate, corn starch, crospovidone, D&C red 7 calcium lake, dextrose, FD&C blue 1 aluminum
lake, FD&C red 40 aluminum lake, flavors, gum arabic, hydroxypropyl cellulose, hypromellose,
lactose, magnesium stearate, maltodextrin, mineral oil, sucralose
Questions or comments? 1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Relieves Heartburn 1 Chewable Tablet

Due to Acid Indigestion I Berry Flavor Dist, by:
: - CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Do not use if pouch is open or torn. ®Registered trademark of Merck & Co., Inc. www.pepcidac.com XXXXXXX

Active ingredients (in each chewable tablet)
Famotidine 10 mg
Calcium carbonate 8
Magnesium hydroxide 165 mg
Use: relieves heartburn associated wi g

Warnings: Allergy alert: Do not use if you are allerglc to famalldlne or other acid reducers

Purpose
Acid reducer
... Antacid

150% OF SIZE

Do not use * f you ha e trouble or pain swallowing food, omiting wi h
3 s blood, ﬂ0r bloody uvi?laf‘k slou:’s Tdhese miys :e sJuns of ha ::rmus cu'mmmhna
ee your doctor. *wi h o her acid reducers. Ask a doctor before use if you have
D ”’4[ A cr ION « had heartburn o er 3 mon hs. This may be a sign of a more serious condition.
 heartburn wi h lightheadedness, sweallnu, or dizziness e chest pain or shou der pain
wih shortness of brea h; sweating; pain spreading to arms, neck or shou ders; or
ligh headedness e frequent chest pain o frequent wheezmg particularly wi h heartburn
+une plained weight loss * nausea or omiting * stomach pain. Ask a doctor or
pharmacist hefore use f you are presently taking a prescription drug. Antacids may
interact wi h certain prescription drugs. Stop use and ask a doctor if * your heartburn
continues or worsens ® you need to take his product for more han 14 days. If pregnant or
breast-feeding, ask a hea h professional before use. Keep out of reach of children.
In case of o erdose, get medica help or contact a Poison Control Center right away.
Directions * adu ts and chi dren 12 years and over: » do not swallow tablet whole: chew
completely * 1o relieve symptoms, chew 1 tablet before swallowing  do not use more han
Acid Reducer + Antacid 2 chewable tablets in 24 hours  chi dren under 12 years: ask a doctor. Other information
O T b l 1 ; e'ar:h tablet sc1n||ta|:|s caltén(m 320 ;v;g, ma?mlaslmm (] n;? . re’ad mlrm’l:;s ;;;ﬂ wwnlmgs
! efore use * store at 20-30 C (68-86 F)  protect from moisture. Inactive ingredients cellulose
l uSt ne la et acetate, corn starch, crospovidone, D&C red 7 calcium lake, dextrose, FD&C blue 1aluminum
lake, FD&C red 40 aluminum lake, fla ors gum arabic, hydrox uwpyl cellulnsz hypromellose,

i Iaclase, magnesium stearate, maltodextrin, mineral il Sucalos
Relieves Heartburn . 1 Chewable Tablet Questions or comments? 1-800-755 mllEnnIlsh)nrl—ul—m—mslSnamsn)
Due to Acid Indigestion I Berry Flavor Dist by:
CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Do not use if pouch is open or torn, ®Registered trademark of Merck & Co., Inc. www pepcidac com XXXXXXX

Active ingredients (in each chewable tablet) Purpose
Famotidine 10 mg. Acid reducer

Calcium carbonale 800 mg. Antacid
Magnesium hydroxide 165 mg Antacid
Use: relieves heartburn associated wi h acid indigestion and sour stomach

Warnings: Allergy alert: Do not use if you are allergic to famotidine or o her acid reducers

(b) (4)

Pouch Pepcid Complete Berry Chew Tab 1 FDA 3008957 A-1
October 23, 2008



()
%,%,
% 5 Do not use ¢ if you have trouble or pain swallowing food, vomiting with
/o,. blood, or bloody or black stools. These may be signs of a serious condition.
DUAL ACTION 0/% See your doctor. e with other acid reducers. Ask a doctor before use if you have
£.7 « had heartburn over 3 months. This may be a sign of a more serious condition.
v « hearthurn with lightheadedness, sweating, or dizziness  chest pain or shoulder pain

with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or
lightheadedness e frequent chest pain e frequent wheezing, particularly with heartburn
o unexplained weight loss e nausea or vomiting  stomach pain. Ask a doctor or
pharmacist hefore use if you are presently taking a prescription drug. Antacids may
interact with certain prescription drugs. Stop use and ask a doctor if e your heartburn
continues or worsens ® you need to take this product for more than 14 days. If pregnant or
breast-feeding, ask a health professional before use. Keep out of reach of children.
In case of overdose, get medical help or contact a Poison Control Center right away.
Directions  adults and children 12 years and over: * do not swallow tablet whole: chew
completely e to relieve symptoms, chew 1 tablet before swallowing e do not use more than

Acid Reducer + Antacid 2 chewable tablets in 24 hours  children under 12 years: ask a doctor
Other information * each tablet contains: calcium 320 mg; magnesium 70 mg © read the
lus t One Tablet,’ directions and warnings before use ® store at 20-30 C (68-86 F)  protect from moisture

Inactive ingredients cellulose acetate, corn starch, crospovidone, D&C yellow 10 aluminum
lake, dextrose, FD&C blue 1 aluminum lake, flavors, gum arabic, hydroxypropyl cellulose,

2 hypromellose, lactose, magnesium stearate, maltodextrin, mineral oil, sucralose
Relieves H ear tb,u g . Chewa’.”e Tablet Questions or comments? 1-800-755-4008 (English) or 1-888-466-8746 (Spanish)
Due to Acid Indigestion I Cool Mint Flavor Dist. by:
: . CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Do not use if pouch is open or torn. ®Registered trademark of Merck & Co., Inc. www.pepcidac.com XXXXXXX

Active ingredients (in each chewable tablet)
Famotidine 10 mg
Calcium carbonate 800 mg.
Magnesium hydroxide 165 mg....
Use: relieves heartburn associated with acid indigestion and sour stomach

Warnings: Allergy alert: Do not use if you are allergic to famotidine or other acid reducers

Purpose
... Acid reducer
... Antacid
... Antacid

150% OF SIZE

Do not use * if you ha e trouble or pain swallowing food, omiting wi h
i s blund,ﬂor bloody uvi?laf‘k slon:’s. Tdhese mi‘ys :e s;uns of hz ::riuus cu'nditiunna.
ee your doctor. wi h o her acid reducers. Ask a doctor before use if you have
D”Al A crlo”  had heartburn o er 3 mon hs. This may be a sign of a more serious condition.
« heartburn wi h lightheadedness, sweating, or dizziness e chest pain or shou der pain
wi hshortness of brea h; sweating; pain spreading to arms, neck or shou ders; or
ligh headedness e frequent chest pain e frequent wheezing particularly wi h heartburn
+une plained weight loss e nausea or omiting * stomach pain. Ask a doctor or
pharmacist before use f you are presently taking a prescription drug. Antacids may
interact wi h certain prescription drugs. Stop use and ask a doctor if * your hearthurn
continues or worsens ® you need to take his product for more han 14 days. If pregnant or
breast-feeding, ask a hea h professional before use. Keep out of reach of children.
In case of o erdose, get medica help or contact a Poison Control Center right away.
Directions * adu ts and chi dren 12 years and over: » do not swallow tablet whole: chew
completely * 1o relieve symptoms, chew 1 tablet before swallowing  do not use more han
Acid Reducer + Antacid 2 chewable tablets in 24 hours « chi dren under 12 years: ask a doctor
Other information  each tablet contains: calcium 320 mg; magnesium 70 mg  read he
lu st o"e Tab let! directions and warnings before use © store at 20-30 C (68- 6 F) ¢ protect from moisture
Inactive ingredients cellulose acetate, corn starch, crospovidone, D&C ellow 10 aluminum
lake, dextrose, FD&C blue 1 aluminum lake, flavors gum arabic, hydroxypropyl cellulose,

f h promellose, lactose, magnesium stearate, ma todexirin, mineral oi, sucralose
Relieves H eari tb,’” n . Chewal_)le Tablet Questions or comments? 1-800-755-4008 (English) or 1-888 466-8746 (Spanish)
Due to Acid Indigestion I Cool Mint Flavor Dist by:
= P CONSUMER PHARMACEUTICALS CO., FORT WASHINGTON, PA 19034 USA
Do not use if pouch is open o torn. ®Registered trademark of Merck & Co., Inc. www pepcidac com XXXXXXX

Active ingredients (in each chewable tablet) Purpose
Famotidine 10 mg. Acid reducer

Calcium carbonale 800 mg. Antacid
Magnesium hydroxide 165 mg Antacid
Use: relieves heartburn associated wi h acid indigestion and sour stomach

Warnings: Allergy alert: Do not use if you are allergic to famotidine or o her acid reducers

(b) (4)

Pouch Pepcid Complete Cool Mint Chew Tab 1 FDA 3008958 A-1
October 23, 2008
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Other information

« each tablet contains: calcium 320 mg; magnesium 70 mg
«read the directions and warnings before use

«read the bottle label. It contains important information.

« store at 20°-30°C (68°-86°F)

« protect from moisture

Inactive ingredients
cellulose acetate, corn starch, crospovidone, D&C red #7 calcium lake, dextrose, FD&C blue #1 aluminum lake, FD&C red #40 aluminum lake, flavors, gum arabic,
hydroxypropyl cellulose, hypromellose, lactose, magnesium stearate, maltodextrin, mineral oil, sucralose

Questions or comments?
1-800-755-4008 (English) or 1-888-466-8746 (Spanish)

Tips for Managing Hearthurn

* Do not lie flat or bend over after eating * Do not wear Distributed by:
tight-fitting clothing around the stomach ¢ Do not eat
LOT before bedtime ¢ Raise the head of your bed ¢ Avoid
heartburn-causing foods such as rich, spicy, fatty or \ CONSUMER PHARMACEUTICALS CO.
EXP. fried foods, chocolate, caffeine, alcohol, and certain FORT WASHINGTON, PA 19034 USA
fruits and vegetables ¢ Eat slowly and avoid big meals ® Registered trademark of Merck & Co., Inc.
XXX XXXX « If overweight, lose weight ¢ Quit smoking Shown actual size

For Complete Directions and Warnings

Drug Facts (continued)
DO NOT USE IF PRINTED FOIL SEAL

UNDER BOTTLE CAP IS OPEN OR TORN. Ask a doctor hefore use if you have . . »
« had heartburn over 3 months. This may be a sign of a more serious condition.
Dru Facts « heartburn with lightheaded ing, or dizzi
NDC 16837-291-12 ) g ] « chest pain or shoulder pain with shortness of breath; sweating; pain spreading to arms, neck or shoulders; or lightheadedness
DUAL ACT/ION Active ingredients Purpose «frequent chest pain
_ ( (in each chewable tablet) . frequelnF wI;eezi'n% ;l)articularlv with heartburn
Famotidine 10 mg Acid reducer « unexplained weight loss
—/— Calcium carbonate 800 mg... Antacid * nausea or vomiting
) Magnesium hydroxide 165 mg.. Antacid « stomach pain
j Use relieves heartburn associated with acid indigestion Ask a doctor or pharmacist before use if you are presently taking a prescription drug. Antacids may interact with certain prescription drugs.
~ N ® and sour stomach
. Warnings Stop use and ask a doctor if
1 T I, Allergy alert: Do not use if you are allergic to famotidine « your heartburn continues or worsens
r‘ / / // j p / p or other acid reducers «you need to take this product for more than 14 days
\ - A Do not use
: : «if you have trouble or pain swallowing food, vomitin If pregnant or breast-feeding, ask a health professional before use.
Acid Reducer |+ Antacid wi‘{h blood, or bloody gr black Smohg ¢ Keep out of reach of children. In case of overdose, get medical help or contact a Poison Control Center right away.
These may be signs of a serious condition.
Just One Tablet! See your doctor. Directions
. « with other acid reducers « adult d child 12 d X
Relieves Heartburn o sdaon nnct slwra&:lnnw tt:elflresl whu?:'e ;ilew completely
Due to ACId Ind/gestlon « to relieve symptoms, chew 1 tablet before swallowing
® « do not use more than 2 chewable tablets in 24 hours
10 0 Chewable Tablets « children under 12 years: ask a doctor XXXXXXX
Berry Flavor

(b) (4)

Lbl Pepcid Complete Berry Chew Tab 100 FDA 3008791 C-3
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MEDICAL OFFICER REVIEW

Department Of Health and Human Services

Food and Drugs Administration

Center For Drug Evaluation and Research

Office of Nonprescription Products

Division of Nonprescription Clinical Evaluation (DNCE)

Date: October 20, 2008
From: LindaHu, MD
Medical Officer, DNCE
Subj ect: NDA 20-958 (S-015), Pepcid Complete EZ Chewable Tablets
Famotidine 10 mg/ Calcium carbonate 800 mg/Magnesium hydroxide 165 mg
Sponsor: Johnson & Johnson -- Merck Consumer Pharmaceuticals Co.
PDUFA: November 18, 2008

1 Introduction and Regulatory Background

Famotidine single ingredient and combination products are marketed over-the-counter (OTC) for
prevention and treatment of heartburn. Pepcid AC (famotidine 10 mg) and Maximum Strength
Pepcid AC (famotidine 20 mg), have been available without a prescription for the prevention and
treatment of heartburn since 1995 and 2003 respectively. A famotidine with antacid combination
product, Pepcid Complete (famotidine 10 mg, calcium carbonate 800 mg, magnesium hydroxide
165 mg) has been available OTC since 2000. Johnson & Johnson —Merck Consumer
Pharmaceuticals Co. (JJMCPC) would like to modify the currently approved Pepcid Complete
Chewable Tablets formulation and replace it in the marketplace with a softer chewabl e tablet (EZ
Chews).

JIMCPC isfiling aprior approval supplement to NDA 20-958 for Pepcid Complete chewable
tablets (famotidine 10 mg, calcium carbonate 800 mg, magnesium hydroxide 165 mg, approved
10/16/00). An FDA/Sponsor teleconference was held on Oct 24, 2007 to discuss the Sponsor’s
plan to file this supplement. Merck felt that a bioequivalence study would not be required to
support the approval of this product. The Agency stated that the proposed formulation changes
are considered a Level 3 Scale-Up and Postapproval Change (SUPAC) and, as such, would
generate a recommendation for a bioequivalence study. The Sponsor proposed to use the current
Pepcid Complete product @@ as the reference standard, compared to the new formulation
@@ in the clinical testing. The Agency stated that Pepcid Complete would be
the appropriate reference standard and that the supplemental application would qualify for aprior



Medical Review

LindaHu, MD

NDA 20-958

Pepcid Complete EZ Chewable Tablets

approval supplement with a 4-month review clock. The Sponsor was also informed that if the
proposed formulation was not bioequivalent to the reference formulation, then appropriate saf ety
or efficacy data would need to be provided. In addition, Acid Neutral Capacity equivalence data
would be required for this application.

1.1 Product Information

Famotidine is a competitive, reversible inhibitor of histamine action at the H2 receptor.
Nonprescription famotidine FCT (film-coated tablet) was approved in the United Statesin 1995
at the 10 mg strength and in 2003 at the 20 mg strength for the short-term treatment of heartburn,
acid indigestion and sour stomach, and for the prevention of these symptoms brought on by
consuming food and beverages that are known to cause these symptoms. It is also approved for
prescription use in many countries for treatment of active duodenal ulcer and gastric ulcer, for
maintenance therapy of duodenal ulcer disease, for GERD, and for long-term management of
Zollinger-Ellison syndrome. Doses up to 160 mg g 6 hour have been administered to some adult
patients with severe Zollinger-Ellison Syndrome. Over 10,000 patients have received famotidine
in controlled trials performed worldwide. Side effects have generally been mild and have
included headache, constipation, diarrhea, and dizziness.

Antacids have also been a standard of therapy for nonprescription treatment of acid-related
symptoms. Antacids are believed to work rapidly by neutralizing intraluminal acid on contact.
Pharmacodynamic data with antacids suggest that the duration of the antacid effect may be ~2
hours in the esophagus and may depend on excipients. The duration of action may also be
limited by physiologic clearing mechanisms like gastric and/or esophageal emptying. This
limited duration of action may result in the need for frequent re-dosing in order to control
symptoms.

A fixed combination of famotidine and antacid provides the benefits of more rapid relief of
symptoms than famotidine alone, and alonger duration of relief than antacid alone. Pepcid
Complete, a chewable tablet containing famotidine 10 mg, calcium carbonate 800 mg,
magnesium hydroxide 165 mg is currently approved in the United States as well as many other
countries for treatment of acid indigestion, heartburn, sour stomach and associated symptoms of
upset stomach. The antacid component of thistablet provided 21 mEq of acid-neutralizing
capacity (ANC). This antacid dose is within the range of doses typically used in OTC antacid
products for treatment of intermittent heartburn (11 to 55 mEqQ).

To provide an alternative tablet formulation for consumers, JJM CPC has developed a softer
chewable tablet (EZ Chews formulation) of famotidine + antacid. The amount of active
ingredient in the new formulation will not change from the currently approved product
(famotidine 10 mg, calcium carbonate 800 mg, magnesium hydroxide 165 mg). According (E)o(éghe
Sponsor,
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2 Chemistry

The antacid component of this tablet provides21 mEq of acid-neutralizing capacity (ANC). This
antacid dose is within the range of doses typically used in OTC antacid products for treatment of
intermittent heartburn (11 to 55 mEq).

See the chemistry review for further detail and comments on the chemistry datain this
submission.

3 Clinical Phar macology

The Sponsor submitted one clinical trial in support of this application, Study 145 titled “A
Single-Dose, Open-Label, Three-Period Crossover Study to Assess the Bioequivalence of
Famotidine/Antacid Combination Tablets (FACT) Compared to Famotidine/Antacid EZ Chew
Tablet Without Water and Famotidine/Antacid EZ Chew Tablet With Water.”

Study 145 was submitted to show bioequivalence of the new formulation to the approved
formulation of famotidine-antacid combination tablets. This study used athree-period,
randomized, crossover design, where each subject received 3 treatments: the reference product
FACT; famotidine/antacid combination EZ Chew Tablet (EZ Chew) without water and EZ Chew
with water. The duration of the entire study was approximately 6 weeks.

For bioequivalence evaluations, plasma concentrations of famotidine were used to calculate
pharmacokinetic parameters including AUC and Cmax for each subject following single dose
administration of FACT with water, EZ Chew without water and EZ Chew with water. Safety
and tolerability were assessed by pre-study and post-study physical examinations and monitoring
for adverse experiences.

Primary Objective: To assess the bioequivalence of a single dose of EZ Chew taken without
water compared with asingle dose of FACT taken with water. The hypothesisis that the plasma
AUC and Cmax of asingle dose of EZ Chew without water are equivalent to those of a single dose
of FACT with water. That is, the geometric mean AUC and Cmax ratios (EZ Chew without
water/FACT with water) are within the interval of 0.80 and 1.25.

Secondary Objective: To assess the bioequivalence of a single dose of EZ Chew taken with
water compared with asingle dose of FACT taken with water. The hypothesisis that the plasma
AUC and Cmax of asingle dose of EZ Chew with water are equivalent to those of a single dose of
FACT with water. That is, the geometric mean AUC and Cmax ratios (EZ Chew without
water/FACT with water) are within the interval of 0.80 and 1.25.

Procedure: For this open-label, single-dose, three-period crossover study, 24 healthy subjects
were randomized to 1 of 6 treatment sequences. Subjects participated in all three treatment
periods. FACT was administered with 120 mL of water. The EZ Chew was administered without
water for one treatment period and with water for one treatment period. Each treatment period
was separated by a5 to 7 day washout period.
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Subjects were sequestered in the study unit on the evening prior to treatment. Following an
overnight fast (NPO after midnight), subjects received the designated treatment between 6 AM
and 9 AM. Subjects were provided with alight meal after the 4-hour blood sample. Blood was
collected over 24 hours post-dose for measurement of famotidine concentrations. The 5to 7 day
washout began at the 24-hour sample. Subjects remained in the study unit until the 24- hour
blood collection was compl eted.

Physical examinations (including vital signs) and laboratory tests were performed. Laboratory
safety evaluations on blood and urine were performed on samples that were collected 2 to 3
weeks pre-study. These test values had to be normal or had to conform to protocol standards
before subjects were enrolled. The completed laboratory screening tests were: (pre-study)
hemoglobin, hematocrit, WBC (total and differential), platelet count; ALT, AST, akaline
phosphatase, total bilirubin, sodium, potassium, chloride, creatinine, total protein, CO,, BUN,
and albumin. Women participating in this study were tested for serum beta human chorionic
gonadotropin (B-hCG) at screening and post-study, and a urine B-hCG test was done at the start
of each treatment period.

The schedule of procedures was

Schedule of Clinical Observations and Laboratory Measurements

Treatment Periods 1, 2, and 3¥
15 43
0 5 mi | 30 | [ 6D ) SO [ 2] 2
Pre- mi|me |z [oe | o | od|me |B| |34 | 6|8 |10 12|14 24 Pext

sty | Predoss n n n n n | r| br |hr| b | b | b | b | bhe | b | b [smdy

Evaluation of mclusion/axclusion X
criterda
HIPAA and Informed Consent X
Medical History X
Phy=zical Examination X X
Labeoratory Safety X
Senum pregnancy for females X X
Uhine Pregnancy for famales’ X
Plasma samples for assay X X X X X X X XX XXX X X X X X X
BE/HE. X X X
Dosms X
Meonitor Adverse Experiences X X X X X X XXX | XX X X X X X X X
" This visit is conducted approscimately 3 weeks prior to the first treatment visit. This will allow for laboratory safaty analyses on bleed and urine to be conducted to ensurs
that the a3t valnes avs normal befors the voluntesr 15 sntered mio the smdy

¥ A3 to 7day washout period between treatment visits
! Urme preznancy test nmust be performed for famales pror 1o dosing at each meatment visit,

Data Source: [16.1.1.1]
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The randomization scheme was

Allocation of Subjects to Treatment

Treatiment Secuence Pened 1 Pariod 2 Partod 3

Treztment Sequence | | FACT wath 120 ml of EZ Chew wnthout wates EZ Chew wnth 120 mL of

water watar

Treatment Sequence 2 | EZ Chew without water | EZ Chew with 120 ml of FACT wrth 120 mL of

watar watar

Treatment Sequence 3 | EZ Chew with 120 ml FACT with 120 mL of EZ Chaw without water
of water water

Treatment Sequance 4 | FACT wath 120 mL of EZ Chew with 120 el of EZ Chew without water
water water

Treatment Sequence 5 | EZ Chew without water | FACT wath 120 mL of EZ Chew wath 120 ml of

water water

Treztment Sequence & | EZ Chew with 120 mL EZ Chew wnthout water FACT with 120 ml of

of water watar

Inclusion Criteria were as follows:

Subject was a healthy male or female. Females must not have been pregnant or lactating.
Females of childbearing potential must have been using and planned to continue using
reliable means of contraception (other than oral contraceptives) during the course of the
study. (At least 8 of each gender must be enrolled.)

Subject was between the ages of 18 and 45 years.

Subject weighed between 60 and 90 kg or was within £20% of ideal body weight (based
on Metropolitan Life tables).

Subject judged to be in good health based on medical history.

Subject was able to abstain from smoking during the 24-hour periods before and during
each day of treatment.

Subject understood the procedures and agreed to participate in the study by providing
written informed consent.

Exclusion Criteria were as follows:

The subject’ s prestudy laboratory screen had clinically significant abnormality.
Subject’ s prestudy physical examination had clinically significant result.

Subject had any major systemic disorders including psychiatric, cardiac, hypertension,
diabetes mellitus, renal, or hepatic disease.

Subject had a history of duodenal ulcer, gastric ulcer, peptic ulcer disease, atrophic
gastritis, diverticulitis, esophageal strictures, Barrett’ s esophagus, endoscopically
identified erosive esophagitis of moderate or greater severity, Zollinger-Ellison
syndrome, inflammatory bowel disease, known to have gallstones, or other
gastrointestinal (Gl) disease, or Gl surgery other than appendectomy.

Subject had an atopic condition, or previous history of asthma, or multiple and/or severe
alergiesto drugs or foods.

Subject used prescribed or nonprescribed drugs on aregular basis (including recreational
use of illicit drugs).
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Subject had arecent (within the last 3 years) history of drug and/or alcohol abuse.
Subject had recently used (within 1 week of signing consent) sucralfate, nizatidine,
cimetidine, ranitidine, famotidine, cisapride, metoclopramide, misoprostol, or any other
medi cation which modifies acid secretion. In addition, recent use of nonsteroidal anti-
inflammatory drugs (NSAID), orally administered corticosteroids, anticholinergics,
anticoagulants, tranquilizers, tricyclic antidepressants, and antineoplastics were
prohibited.

Subject had recently used (within 4 weeks of first treatment visit) of omeprazole,
lansoprazole, rabeprazole, pantoprazole, or esomeprazole.

Administration of nicotine replacement therapy during the study. Smoking habits of the
patient should have remained consistent throughout the study.

Subject habitually consumed more than 6 cups of coffee per day.

Subject had unconventional or extreme dietary habits.

Subject had donated a unit of blood or had been involved in aclinical trial where he/she
had received an investigational drug during the 30 days prior to the start of the study.
Subject had a history of any illness that, in the opinion of the investigator, might have
confounded the results of the study or posed additional risk in administering the study
drugs to the subject.

Subject was in a situation or had any condition, which in the investigator’ s opinion, may
interfere with optimal participation in the study.

Subject had history of alergy or intolerance to antacids, H2-receptor antagonists
(including cimetidine, ranitidine, nizatidine, and famotidine), or any other component of
the study drug.

Known pregnancy or was not using reliable means of contraception.

Study personnel and immediate relatives of study personnel were not permitted to
participate.

MO Comment: Theinclusion and exclusion criteria are standard and acceptable from the safety
point of view.

Discontinuation of Subject From Therapy or Study Observation
Adverse experiences were monitored throughout the study. No subjects were discontinued due to
an adverse experience or for any other reason.
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Phar macokinetic Results

Fharmacokinetic Parameters of AUC, . and C_
Summary of FACT Versus EZ Chew With and Without Water (N=24)

Geomeatnc Mean Geometric Mean Fatio
EZ Chew EZ Chew
' i ) (FACT) EZ Chew EZ Chew withour Water with Watsr
Pharmacokmetic with Water without Water with Water {FACT FACT
Parameter N (953% CT) (85% CT) (95% CT) (80% CT) (90% CI) M3E
AUC, . ” 2480 261.2 260.1 105 105 0.022
{nz/mL hr) N (21464, 284.2) (227.9,200.3) {227.0, 295.0) (098, 1.13) {0.08, 1.13)
2= - 244 455 458 103 1.03 0.044
(pE/mL) - (381, 51.7) 9.1, 529) (394, 334 (0.93, 1.13) (0,83, 1.14)

Geometric Means basad on least sguare estimates from an ANOWVA performed on namral log-transformed values
MEE=Mzan Square Emor on log scale
Test for Camyover Effect was non-signficant AUC p-value= 0,863, Cmax p-value= 0880

Pharmacokimetic Parameters of Tmay and Half-Life
Summary of FACT Versus EZ Chew With and Without Water (N=24)

Treatment Statistcs Miedian Treament Differencas
EZ Chew EZ Chew
FACT EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Warer withour Water with Water FACT 'FACT
Parameter M (95% CT) (95% CI) (95% CI) (90%% CI) (90% CI)
0.50 0.50
Truux (BT} 24 | 25 1.75 1.50
{0.00, 0.75) (000, 0.75)
0.26 -0.58
Apparent Half-Life (hr) 24 4.60 4.58 4.14 _ . . )
(-0.70, 0.32) (-1.12, -0.04)

Hammionc means are report for Half-Life treamuent stanstics. Medizws are report for Tmax oeannent stamnstics
IJMedizn meament differences and confidence intervals are based on Hodges-Lehmaon estimates.
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Anthmefic Mean Famotidine Plasma Concentration Profiles
Followmg Admimstration of Single Doses of
FACT with Water, EZ Chew without Water. and EZ Chew with Water
to Healthy Male and Female Subjects
(N=24/Treatment; Inset = Semilog Scale)
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The statistical analyses of AUC and Cmax were conducted using an analysis of variance
(ANOVA) model appropriate for athree-period crossover design. The ANOV A model contained
factors for subject (random effect), period, treatment, and within-subject error. Treatment groups
were compared using 90% confidence intervals for the difference in means for log-transformed
values. These confidence intervals were calculated using the mean square error (MSE) from the
ANOVA (referencing at-distribution) and were exponentiated to obtain the 90% confidence
interval for the true geometric mean ratios.

The pharmacokinetics results were as follows: All 24 subjects who entered and completed the 3
study periods were included in the analyses. The 90% CI for the geometric mean ratios (EZ
Chew without water/FACT) for AUC was (0.98, 1.13). Since thisinterval is contained within the
range (0.80, 1.25), famotidine/antacid combination EZ Chew without water and FACT with
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water are considered bioequivalent with respect to AUC. The 2 treatments are al so bioequivalent
with respect to Cmax based on the 90% CI of (0.93, 1.13). The median Tmaxwas 1.75 hours for the
EZ Chew without water and 1.25 hours for FACT and the median apparent half-life was 4.56 and
4.60 hours respectively. The 90% CI for the geometric mean ratio (EZ Chew with water/FACT)
for AUC was (0.98, 1.13). Since thisinterval falls within the range (0.80, 1.25), famotidine EZ
Chew with water and FACT with water are considered bioequivalent with respect to AUC. The 2
products are al so bioequivalent with respect to Cmax based on the 90% CI of (0.93, 1.14). The
median Tmax Was 1.50 hours for EZ Chew with water, compared to 1.25 hoursfor FACT. The
medians for apparent half-life were 4.16 hours for EZ Chew with water and 4.60 hours for
FACT).

Safety Evaluation

In the bioequivalence study (Study 145), seven subjects reported clinical adverse experiences.
One of the subjects reported clinical adverse experiences that were determined by the
investigator to be probably related to study drug and two subjects reported clinical adverse
experiences that were determined by the investigator to be possibly related to study drug. None
of the adverse experiences were serious and no subject withdrew from the study due to an
adverse experience. All adverse experiences resolved. No new or unexpected adverse
experiences were seen in this study and the adverse experience profile of this study was similar
to what has been seen before in other famotidine studies. Famotidine/antacid combination was
found to be generally safe and well tolerated.

Mumber (o) of Subjects with Specific Clinzcal Adverse Expenences by Body System and Treatment

FALT EZ EZw Tatal
=14 =14 =14 =4
Iumaber (%5) of Subeas n % o % n % n %
Suljects with one or more clinical adverse experisnces 2({83) 3{11.5) 3 71291
Subjects with oo clinical adverse experisncs 23 (BLT) 21 {875} 1978 17 (70.8)
(Casmointestinal disordars 1{43) {42} 0¢0m 2{83)
Flatulence {42 0¢ 0.0y [ 1(4.3)
Stomach Descomfort 0 0m 1{42 [T 1(4.7)
Nervous system disorders 1(4.3) 1{8.3) 5 (HLE) 6 (25.0
Headarke 10432 3(83) 2167 5(20.8)
Sypcope vasovaeal Of0.0 0f 0L 1{20) 1{42)
Feproductve system and breast disorders 1{4.) 1{43) 0 0.m 2(83)
Dvamenorrhen I(43) 1{42) oo {83
The adverse expensnce will appear under the mexment when it first began
Although a sabject may have had two or mose clinical adverse experiencas, the subject is coumted only once within a catzgory by meameent The same subject may appear
m differen: categories.
FACT = Famotidine Anmcid Combination Tablet, EX = Famotdine Antacid EZ Chew mblet without water, EXw = Famondme' Antacid EZ Chew mablet with water

Dara Source: [16.4.2.1]

A total of 10 nonserious clinical adverse experiences were reported among the 7 subjects who
reported an adverse experience. Of the 10 nonserious clinical adverse experiences reported, the
most common clinical adverse experiences reported in the study was a headache (5). The
investigator assessed flatulence and headache to be related to study drug. An episode of
vasovagal syncope occurred in a non-treatment period.

No clinically meaningful lab abnormalities were noted in the study and no women were pregnant
or became pregnant during the study.
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Bioequivalence Conclusions

1. Famotidine/antacid combination EZ Chew tablet without water and famotidine/antacid
combination tablet with water are bioequivalent with respect to AUC and Cmax.

2. Famotidine/antacid combination EZ Chew tablet with water and famotidine/antacid
combination tablet with water are bioequivalent with respect to AUC and Cmax.

3. Famotidine/antacid combination EZ Chew tablet taken without water and with water and
famotidine/antacid combination tabl ets taken with water were generally safe and well tolerated in
this study.

See the biopharmacology review for further detail and comments on this study.

4 Efficacy Summary

No new clinical trail datafor efficacy were submitted for this supplement.

5 Safety Summary

No new clinical trial or post-marketing safety data were submitted for this supplement.
Substantia clinical and post-marketing experience exists with famotidine and with famotidine
and antacid combination tablets, and no additional safety or efficacy clinical trials were deemed
necessary in this development program. No serious adverse events were seen in bioequivaence
Study 145, and no subject withdrew from the study due to an adverse experience. All adverse
experiences resolved, and no new or unexpected adverse experiences were seen in this study.
No new safety concerns are raised by this submission.

6 Pediatrics

Merck Consumer Pharmaceuticals Co. requests awaiver of pediatric studies for a newly
formulated Nonprescription Famotidine Chewable Tablets (10 mg + Antacid), according to the
final Pediatric Rule (21 CFR 314.55(a) and 601.27(a)).

Approved labeling for Pepcid™ Complete Tablets, an OTC product containing famotidine 10 mg
plus antacid, allows for the treatment of individuals 12 years of age and older. The rationale for
this age limit isthat children below the age of 12 years should not use this product except under
the direction of a physician, and a pediatric waiver was granted by FDA for the approved Pepcid
Compl ete product.

The proposed labeling for the new formulation of Pepcid™ Complete will be very similar to the
approved FDA labeling currently in the marketplace. Thereisno plan to label the reformulated
10 mg plus antacid product for use by children less than 12 years of age.

MO Comment: A full waiver for pediatric studies for Pepcid Complete was granted on March

22, 2001. This submission does not trigger PREA as thisis not a new formulation (the RLD and
the new product are both chewable tabl ets).

10



Medical Review

LindaHu, MD

NDA 20-958

Pepcid Complete EZ Chewable Tablets

7 Labeling

The product label states Pepcid Complete has a“ @@ on the principal display
panel. See the IDS review for detailed label comments.

(6) (4)5 (b) (4)

MO Comment: It isnot clear what “ means since refersto a texture. The
Sponsor needs to propose a different phrase and remove “ @@ trom the label.

8 Conclusion and Recommendation

The applicant has demonstrated that the new Famotidine/Antacid EZ Chewable Tablet is
bioequivalent to the Famotidine/Antacid Combination Chewable Tablet. The product can be
taken with or without water and the pharmacokinetic characteristics will not be significantly
altered. No new safety concerns are raised in this submission. The acid neutralizing capacity is
acceptable according to the chemist. The term © @@ on the principal display panel is
not acceptable and will need to be deleted from the label. A pediatric waiver was previously
granted by the FDA for the Pepcid Complete product in 2001, and PREA is not triggered as the
new formulation is still a chewable tablet. It is recommended that this NDA be approved
provided that no other issues arise in the chemistry and biopharmacology reviews.
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nonprescription famotidine, 10 mg
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description has been updated to include the revised tablet color, shape and odor. The changes are
evaluated in the CMC review. The stability data at the 6-month timepoints for all conditions supports the 36-
month expiry date currently approved for Pepcid Complete Tablets.

16. CONCLUSIONS AND RECOMMENDATIONS Sufficient data is provided in the Supplement to
demonstrate the quality of the reformulated famotidine antacid combination tablet (FACT). The Pepcid™
Complete tablet currently in the marketplace can be replaced, and the new EZ Chew tablet formulation can
retain the Pepcid™ Complete name. From a CMC perspective, this Supplement can be Approved. OND will
issue the Action Letter.
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filename: 20-958#015 NDA

DISTRIBUTION: Original: NDA 20-958#015 cc: Division File CSO Reviewer

AP




Chemist's Introduction

Pepcid® Complete EZ Chews Tablets is a reformulation of the currently marketed
Pepcid® Complete Chewable Tablets. The label claim of active ingredient levels of

famotidine (10mg), calcium carbonate (800mg), and magnesium hydroxide (165mg) is
the same for the current approved Pepcid® Complete formulations, (mint
flavor) an roposed Pepcid® Complete EZ Chews

berry flavor), and for the
Tablets products (berry flavor), [
fruit flavor). The products use the same , Which is

(tropical
sourced from the approved McNeil Consumer Healthcare, Las Piedras, PR
manufacturing facility. The proposed Pepcid® Complete EZ Chews Tablets will be
manufactured at the approved Johnson & Johnson Merck Consumer Pharmaceuticals
Co.’s Lancaster manufacturing facility utilizing the same equipment and similar

processes as the current Pepcid® Complete Chewable Tablets.

Chemistry Assessment
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Generic Name Famotidine 10 mg, calcium carbonate 800 mg,
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e Directions
Adults and children 12 years and over:
e Do not swallow tablet whole: chew completely
e To relieve symptoms, chew 1 tablet before
swallowing
e Do not use more than 2 chewable tablets in 24
hours
Children under 12 years: ask adoctor

Indication Relieve heartburn associated with acid indigestion and
sour stomach
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1.1 Recommendations

The division of Clinica Pharmacology 3 reviewed the submitted application including a
bioequivalence study report and found it acceptable from a clinica pharmacology
standpoint.

Of note, comparison of the Acid Neutralizing Capacity between the to-be-marketed product
and the reference product was requested by the Agency and the study result is being
reviewed by CMC reviewer.

1.3  Summary of Clinical Pharmacology and Biophar maceutics Findings

In this Prior Approval Supplement, the sponsor provides for changes in the Labeling,
Chemistry, Manufacturing and Controls, and the final study report of an in vivo BE study
in support of a new formulation (EZ Chews; To-be-marketed formulation; TBM) of the
approved PEPCID™ Complete chewable tablet. The sponsor stated that the new
formulation will replace the current PEPCID™ Complete tablet. In ateleconference with
the sponsor held on October 24, 2007, the Agency recommended that an in vivo
bioequivalence study be conducted as the proposed formulation change is considered a
Level 3 change per SUPAC-IR. In addition to a bioequivalence study, the Agency advised
the sponsor that Acid Neutralization Capacity (ANC) equivaence data would be required.
For areview of ANC results, please see CMC review by Sharon Kelly.

Bioequivalence

Bioequivalence between the TBM chewed without water or with water and PEPCID™
Complete chewable tablet with water was evaluated in a study (P145) titled :A single-dose,
open-label, three-period crossover study to assess the bioequivalence of
Famotidine/Antacid Combination Tablets (FACT) compared to Famotidine/Antacid EZ
Chew tablet without water and Famotidine/Antacid EZ Chew Tablet with water”. The
bioequivalence was assessed based on the ratios of Cmax and AUC(q.imw after
administration of FACT chewed with 120 mL water and after TBM chewed with 120 mL
water or without water. A total of 24 male and female subjects were enrolled and
completed the 3 period crossover study and study results from all 24 subjects were used for
BE assessment.

The bioequivalence between FACT administered by chewing with water and EZ Chew
administered by chewing without water was demonstrated by the 90% confidence interval
for the geometric mean ratios (EZ/FACT) for AUC (0-inf) and Cmax falling within the BE
criteria of (0.80, 1.25). (Table 1.) The AUC.iny and Cmax geometric mean ratios for
FACT with water and EZ Chew without water were 1.05 and 1.03, respectively and the
90% confidence interval were (0.98, 1.13) and (0.93, 1.13). The median apparent half-life
was 4.60 and 4.56 hours, respectively and the median Tmax was 1.25 and 1.75 hours.
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The bioequivalence between FACT administered by chewing with water and EZ Chew
administered by chewing with water was demonstrated by the 90% confidence interval for
the geometric mean ratios (EZ/FACT) for AUC.inry and Cmax fall within the BE criteria of
(0.80, 1.25) (Table 1.) The AUCinf and Cmax geometric mean ratios for FACT and EZ
chew with water were 1.05 and 1.03, respectively and the 90% confidence interval were
(0.98, 1.13) and (0.93, 1.14). The median apparent half-life was 4.60 and 4.16 hours,
respectively and the median Tmax was 1.25 and 1.50 hours.

Tablel
Pharmacokinetic Parameters of AUC .. and Cpax
Summary of FACT Versus EZ Chew With and Without Water (N=24)
Geometric Mean Geometric Mean Ratio
EZ Chew EZ Chew
(FACT) EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Water without Water with Water JFACT JFACT
Parameter N (95% CI) (95% CT) (95% CI) (90% CI) (90% CT) MSE
AUC, . 248.0 261.2 260.1 1.05 1.05 0.022
24
{ng/mL hr) {216.4,284.2) (227.9, 299.3) (227.0, 298.0) (0,98, 1.1%) (0.98, 1.12)
Cai 444 45.5 4589 1.03 1.03 0.044
24
(ng/mL} (381, 53L.T) (39.1, 529) (394, 33.4) (0.93, 1.1%) (0,93, 1.14)
Geometric Means based on least square estimates from an ANOVA perfonmed on natural log-transformed values
MSE=Mean Square Error on log scale
Test for Carryover Effect was non-significant: AUC p-value=0.965, Cmax p-value= 0,980

Data Source: [16.4.4.1: 16.4.4.2]

Reviewer’s comment: The bioequivalence between the reference product (FACT) and
TBM (EZ Chew) with water and without water was adequately established. Therefore, the
to-be-marketed product can be taken with or without water after chewed completely. Since
bioequivalence between TBM swallowed whole and taken after complete chewing was not
established, TBM should not be swallowed whole. The proposed Trade Carton Label (see
section 4.1.) states it accordingly.

Acid Neutralization Capacity (ANC)
The sponsor stated that ANC test methods and specification is the same as the currently

™
marketed Pepcid Complete test method. Acid Neutralization Capacity testing was
conducted using the current ANC test method for formulas. ~ ?® (current Mint),  ©®
(current Berry), - 2% (proposed Berry),  ?® (proposed Mint), and =~ ©®
(Tropical Fruit). All results are within the ANC product specification of ®@mEq
per tablet. Please, see a CMC review by Dr. Sharon Kelly for detail.

2 Question-Based Review
2.1  General Attributesof thedrug

2.1.1 What pertinent regulatory background contributes to the current assessment of the
bioequivalence study of this drug?
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Reviewer’s comment: The new formulation will be referred as To-Be-Marketed
formulation (TBM). The To-Be-Marketed formulation is also referred to as EZ Chew
formulation in the study report. The reference PEPECID Complete chewable tablet
currently on the market isalso referred to as“ FACT” .

Famotidine is a potent, competitive, and reversible inhibitor of histamine action at the H2
receptor. Nonprescription famotidine FCT (film-coated tablet) was approved in the United
Sates in 1995 at the 10 mg strength and in 2003 at the 20 mg strength for the relieve of
heartburn associated with acid indigestion and sour stomach, and for the prevention of
these symptoms brought on by consuming food and beverages that are known to cause
these symptoms. It is also approved in the U.S. as a prescription agent for the short-term
treatment of active duodenal ulcer and active benign gastric ulcer, maintenance therapy of
duodenal ulcer disease at doses up to 20 mg BID. It islabeled for treatment of pathological
hypersecretory conditions such as, Zollinger-Ellison syndrome at doses up to 640 mg/day.

PEPCID™ Complete, a @@ chewable tablet (CCT) containing famotidine 10 mg,
CaCO3 800 mg, and Mg (OH), 165 mg is currently approved in the United States for relief
of heartburn associated with acid indigestion and sour stomach. The antacid component of
thistablet provided 21 mEq of acid neutralizing capacity (ANC).

The sponsor has developed a new chewable formulation (To-be-marketed formulation: also
referred as EZ Chew formulation in the study report) of famotidine + antacid tc o

®® \when the product is chewed. The amount of active ingredient in the
new formulation will not change from the currently approved product (famotidine 10 mg,
calcium carbonate 800 mg, magnesium hydroxide 165 mg)(Table 2).

In this Prior Approval Supplement, the sponsor provides for changes in the Labeling,
Chemistry, Manufacturing and Controls, and the final study report of an in vivo BE study
in support of a new formulation (EZ Chews; To-be-marketed formulation; TBM) of the
approved PEPCID™ Complete tablet. The sponsor stated that the new formulation will
replace the current PEPCID™ Complete tablet. In a teleconference with the sponsor held
on October 24, 2007, the Agency recommended that an in vivo bioequivalence study be
conducted as the proposed formulation change is considered a Level 3 change per SUPAC-
IR and the Agency also advised the sponsor that Acid Neutral Capacity (ANC) equivalence
data would be required.

25  General Biopharmaceutics
25.1 Isthe proposed to-be-marketed formulation bioequivalent to the reference product?

Study P145 was conducted to evaluate the bioequivalence between the to-be-marketed
formulation (TBM; EZ Chew) and the reference product FACT. The TBM is bioequivalent
to the reference product FACT regardless of concomitant water intake.
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Study P145 was a single-dose, open-label, and three-period crossover study to assess the
bioequivalence of famotidine/antacid combination tablets (FACT, current PEPCID™
Complete tablet on market) compared to famotidine/antacid EZ chew tablet without water
and famotidine/antacid EZ chew tablet with water. There was a 5-7-day washout period
between each treatment period. The duration of the entire study was approximately 6 weeks.

Table 2. Comparison of composition and component of TBM and the reference product

Tablet Formula Comparison

REFERENCE
PRODUCT TEST
_THATIS PRODUCT
CURRENTLY
ON THE
INGREDIENT 4 i Quality MARKET Test Product Changes from
! Eie i Function Referenc Reference Produc
eference Mini Mint eference Product.
(b) (4) (b) (4)
Weight, mg Weight, mg
(percentage of (percentage of
total tablet) total tablet)
Manufacturer’s None, same formula and process in
(b) (@)" Active Specification (b) (4) (b) (4) reference and test product.
Delivers 10mg of Famotidine to
support label claim.
Calcium Carbonate / (b) (4) Active Manufacturer’s (b) (4)
(b) (4) Specification APPEARS THIS
() (4) WAY ON ORIGINAL (b) (4)
Magnesium Hydroxide USP (| (D) Active Manufacturer's APPEARS THIS
(b) @ Specification ®® WAY ON |
(b) (4 Active L—imulfnmrler‘s (b) (4) ORIGINAL
Specification
(b) 4) ®) AT Manufacrurer's (b) 4) Removed and replaced
Specification |
(b) (4) Flaver Manufacturer's (b) (4)
Specification |
(b) (4) Flawvor Manufacturer's (b) (4)
Specification |
(b) (4) ®) @) | Manufacturer's (b) (4)
Specification
Dextrose Excipient NF (b) (4) NF APPEARS THIS WAY ©) @ (b) @)
(b) (4) ON ORIGINAL
(b) (4) (b) (4) NF (b) (4) APPEARS () (@)
Magnesium Stearate (b) (4) NF (b) @) () (@) (b) (4)
Sucralose NF. (b) (4) (b) (@)r NF A oL Y ON (b) (4) (b) (4)
() (4) | Manufacturer's (b) (4
4 APPEARS THIS
®® () @) | Specification WAY ON (0) (4)
ORIGINAL
Crospovidone NF ( (b) (4 (b) (4) NF (b) (4) (b) (4)
(b) (4
(b) (4 Flavor Manufacturer’s () (4) (b) (4)
(b) @) Specification —
FD&C Blue #1 Aluminum Lake 1\;31:;{?{:‘13{315 (b) (4)
() (@) Liabm i
Dé&C Yellow #10 Aluminum Lake I\gamlfacrur_er 2 (b) (4)
pecification
APPEARS THIS WAY ON ORIGINAL b) (4)
Total Weight ®) @) ®) @) 2
(b) (4)
(b) (4)
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The bioequivalence between FACT administered with water and EZ Chew administered
without water was demonstrated by the 90% confidence interval for the geometric mean
ratios (EZ/FACT) for AUC.inry and Cmax falling within the BE criteria of (0.80, 1.25).
The AUCinf and Cmax geometric mean ratios for FACT and EZ chew without water were
1.05 and 1.03, respectively and the 90% confidence interval were (0.98, 1.13) and (0.93,
1.13). The median apparent half-life was 4.60 and 4.56 hours, respectively and the median
Tmax was 1.25 and 1.75 hours (Table 3).

The bioequivalence between FACT administered with water and EZ Chew administered
with water was demonstrated by the 90% confidence interval for the geometric mean ratios
(EZ/IFACT) for AUC.inry and Cmax fall within the BE criteria of (0.80, 1.25). (Table 3).
The AUCinf and Cmax geometric mean ratios for FACT and EZ chew with water were
1.05 and 1.03, respectively and the 90% confidence interval were (0.98, 1.13) and (0.93,
1.14). The median apparent half-life was 4.60 and 4.16 hours, respectively and the median
Tmax was 1.25 and 1.50 hours.

Table3.
Pharmacokinetic Parameters of AUC ., and Cpax
Summary of FACT Versus EZ Chew With and Without Water (N=24)
Geometric Mean Geometric Mean Ratio
EZ Chew EZ Chew
(FACT) EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Water without Water with Water JFACT /FACT
Parameter N (95% CI) (95% CI) (95% CI) (90% CT) (90% CT) MSE
AUC,... 248.0 261.2 260.1 1.05 1.05 0.022
24
(ng/mL hr) (216.4,284.2) (227.9, 299.3) (227.0, 298.0) (0.98, 1.13) (0.98,1.13)
Croax 44.4 45.5 459 1.03 1.03 0.044
24
(ng/mL} (381, 51.T) (39.1, 529) (394, 53.4) (0.93, 1.13) (0.93, 1.14)
Geomefric Means based on least square estimates from an ANOVA performed on natural log-transformed values
MSE=Mean Square Error on log scale
Test for Carrvover Effect was non-significant: AUC p-value=0.965, Cmax p-value= 0.980

Data Source: [16.4.4.1: 16.4.4.2]

Treatment Statistics Median Treatment Differences
EZ Chew EZ Chew
FACT EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Water without Water with Water /FACT / FACT
Parameter N (95% CI) (95% CI) (95% CI) (90% CI) (90% CI)
0.50 0.50
T ax (hr) 24 1.25 1.75 1.50 ~ -
(0,00, 0.75) { 0.00, 0.75)
-0.26 -0.58
Apparent Half-Life (hr) 24 4.60 4.56 4.16
(-0.70, 0.32) (-1.12, 0.04)
Harmonic means are report for Half-Life treatment statistics. Medians are report for Tmax treatment statistics.
Median treatment differences and confidence intervals are based on Hodges-Lehmann estimates.

Data Source: [16.4.4.1; 16.4.4.2]
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2.6  Analytical Section

2.6.1 How are the active moieties identified and measured in the plasma/urine in the
clinical pharmacology and biopharmaceutics studies?

In this application, submitted were the final reports of bioanalytical assay validation titled
“Validation of a high performance liquid chromatographic method using tandem mass
spectrometry detection and automated extraction for the determination of Famotidine in
human EDTA K3 plasma’ @@ study No. 82042RFY) and of bioanalytical study
titled “ Determination of Famotidine in human EDTA plasmain Merck & Co protocol MK-
0208C PN145-00".
Briefly, the analyte Famotidine and its internal standard @@ \vere extracted from a
0.100 mL aliquot of human EDTA plasma using an automated solid phase extraction
procedure (Liquid Handling Systems) according to method SOP @@ The
extracted samples were injected into a liquid chromatograph equipped with an A
column. Two mobile phases were used. The mobile phase A was a
mixture of water, methanol and formic acid (90/10/1) and the mobile phase B was a
mixture of water, methanol and formic acid (25/75/1) and anmonium formate gmM. The
detection method used was tandem mass spectrometry.

2.6.3 What is the range of the standard curve? What are the lower and upper limits of
quantification (LLOQ/ULOQ)? What is the accuracy and precision?

The validated calibration range for Famotidine in this assay is from 0.50 to 201.70 ng/mL.
The LLOQ of Famotidine quantification was 0.50 ng/mL. The plasma concentrations of
Famotidine were close to the LLOQ at 24 hour post-dose. The bioanalytical assay method
was adequately validated with acceptable accuracy, precision and selectivity.

Table 4. In-run Intraday and Interday variability of the Famotidine plasma assay

QC sample Concentration QC1 QC4 QC2 QC3
(ng/ml) 1.52 20.28 60.84 141.96

Intra day Precisi onE (%) 3.64 2.81 3.2 2.76
Accuracy” (%) 108.55 | 108.78 107.73 | 104.19

Interday Precision” (%) 3.92 4.15 3.19 3.79
Accuracy”(%) 102.38 | 103.32 10150 | 100.20

1: Coefficient of variation
2: Expressed as [ (mean observed concentration)/ (nominal concentration)] x 100

1 Page of Draft Labeling has been removed as b4 (CCI/TS) immediately following this page
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4.2. Individual Study Review

Reviewer’s note:  The reference product, PEPCIDTM COMPLETE tablet is referred as
Famotidine/antacid combination tablets (FACT) whereas the to-be-marketed formulation is
referred as FAMOTIDINE/antacid EZ chew tablet (EZ Chew) in the study report.

Study P145

A single-dose, open-label, three-period crossover study to assess the bioequivalence of
Famotidine/antacid combination tablets (FACT) compared to Famotidine/antacid EZ chew
tablet without water and Famotidine/antacid EZ chew tablet with water

Study design

Open-label, single dose, randomized, 3-period crossover study in 24 healthy subjects to
assess the bioequivalence of famotidine/antacid EZ Chew tablet taken without water and
with water compared to FACT (PEPCID Complete tablet, U.S. marketed formulation)
taken with water. Following a single dose of each treatment, subjects will be confined to
the study unit for at least 24 hours for plasma collection. Each treatment period will be
separated by 5 to 7 days, with atotal duration of approximately 6 weeks.

Subject disposition
Twenty-four healthy male and femae subjects aged 18 to 45 years were enrolled and
completed all three periods.

Dosage/dosage form, route, and dose regimen

Treatments were administered in the morning after an overnight fast, on the respective
treatment days between 6 AM and 9 AM. The order in which subjects receive treatments
was determined by a random allocation schedule.

e Treatment A: asingle-dose of FACT with 120 mL of water

e Treatment B : a single-dose of famotidine/antacid combination EZ Chew tablet
without water

e Treatment C: famotidine/antacid combination EZ Chew tablet with 120 mL of
water.

Results

Following a single dose administration of FACT or EZ Chew tablet, the peak plasma
concentrations were achieved about 1-2 hours post-dose. The mean peak plasma
concentrations were about 45 ng/mL and the mean AUCinf was 240-260 ng/mL hr (Figure
421, Table4.2.1)

The plasma concentrations at 24 hours post-dose were close to LLOQ and the (% AUCext)
was <5% for all assessments.
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Figure4.2.1.

Arithmetic Mean Famotidine Plasma Concentration Profiles
Following Administration of Single Doses of
FACT with Water, EZ Chew without Water, and EZ Chew with Water
to Healthy Male and Female Subjects
(N=24/Treatment; Inset = Semilog Scale)

24

—8— FACT
—&— EZ Chew without Water
—o— EZ Chew with Water

Famotidine Plasma Concentration, ng/mL

Time, hrs

The EZ Chew tablet was bioequivalent with or without water to FACT tablet (Table 4.2.1.)
supported by a 90% confidence interval for ratios of Cmax and AUC falling within the pre-
specified bioequivalence criteria (0.80-1.25).

Table4.2.1.
Pharmacokinetic Parameters of AUC_.. and Cyax
Summary of FACT Versus EZ Chew With and Without Water (N=24)
Geometric Mean Geometric Mean Ratio
EZ Chew EZ Chew
(FACT) EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Water without Water with Water JFACT /FACT
Parameter N (95% CI) (95% CI) (95% CI) (90% CI) (90% CT) MSE
AUC,... 248.0 261.2 260.1 1.05 1.05 0.022
24
(ng/mL hr) (216.4, 284.2) (227.9, 299.3) (227.0, 298.0) (0.98, 1.13) (0.98, 1.13)
Ciie 444 455 459 1.03 1.03 0.044
24
(ng/mL) (381, 5L.T) (39.1, 529) (394, 534) (0.93, 1.13) (0.93, 1.14)
Geomefric Means based on least square estimates from an ANOVA performed on natural log-transformed values
MSE=Mean Square Error on log scale
Test for Carrvover Effect was non-significant: AUC p-value=0.965, Cmax p-value= 0.980

Data Source: [16.4.4.1; 16.4.4.2]
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Treatment Statistics

Median Treatment Differences

EZ Chew EZ Chew
FACT EZ Chew EZ Chew without Water with Water
Pharmacokinetic with Water without Water with Water /FACT I FACT
Parameter N (95% CT) (95% CT) (95% CI) (90% CI) (90% CI)
0.50 0.50
Touas (BY) 24 1.25 1.75 1.50
{ 0,00, 0.75) ( 0.00, 0.75)
-0.26 -0.58
Apparent Half-Life (hr) 24 4.60 4.56 4.16
(-0.70, 0.32) (-1.12, 0.04)

Harmonic means are report for Half-Life treatment statistics. Medians are report for Tmax treatment statistics.
Median treatment differences and confidence intervals are based on Hodges-Lehmann estimates.

Data Source: [16.4.4.1; 16.4.4.2]

Figure 4.2.2. Individual AUC and Cmax Ratios of (EZ without Water/FACT with

Water)

Individual AUCq_... Ratios of (EZ without Water / FACT with Water)
with Geometric Mean Ratio and 90% Confidence Interval
Following Administration of Single Doses of Famotidine/Antacid (N=24)

Individual Cpax Ratios of (EZ Chew without Water / FACT with Water)
with Geometric Mean Ratio and 90% Confidence Interval
Following Administration of Single Doses of Famotidine/Antacid (N=24)

2.0 7 3.0
.
. 25
g 5] % 20
53 %
<D( Ll UE
[
S ‘s 5 15 Lod
2 R 1 2
[ [} -
€ 10 * E: -t"v
. Y 1.0 ) :II:
o d .
..
-,
o 0.5 b
0.5~ GMR: 105 GMR:  1.03
90% CI: (0.98, 1.13) 0.0 - 90% Cl: (0.93, 1.13)

Figure4.2.3.Individual AUC and Cmax Ratios of (EZ with Water/FACT with Water)

Individual Cp,y Ratios of (EZ Chew with Water / FACT with Water)
with Geometric Mean Ratio and 90% Confidence Interval
Following Administration of Single Doses of Famotidine/Antacid (N=24)

Individual AUC... Ratios of (EZ Chew with Water / FACT with Water)
with Geometric Mean Ratio and 90% Confidence Interval
Following Administration of Single Doses of Famotidine/Antacid (N=24)
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Reviewer’s comment: The individual AUC ratios of EZ Chew without water/FACT with
water were more variable ranging from 0.62 to 1.70 (Figure 4.2.2.) than the ratios of EZ
Chew with water/FACT with water which ranged from 0.81 to 1.37(Figure 4.2.3.).

Similarly, the individua Cmax ratios of EZ Chew without water/FACT with water ranged
from 0.52 to 2.63 while Cmax ratios of EZ Chew with water/FACT with water were from
0.68 to 1.46.

Sponsor’s Conclusion

The to-be-marketed formulation, Famotidine/antacid combination EZ Chew tablet without
water and PEPCIDTM Complete tablet with water are bioequivalent with respect to
AUCIinf and Cmax.

The to-be-marketed formulation, Famotidine/antacid combination EZ Chew tablet with
water and PEPCIDTM Complete tablet with water are bioequivalent with respect to
AUCIinf and Cmax.

Reviewer’s comments:  The study design is adequate and the sponsor’s conclusion is
acceptable. Therefore, the to-be-marketed product can be taken with or without water after
chewed completely. Since bioequivalence after intake of chewed tablet and whole tablet
was not established, the to-be-marketed product should not be taken as a whole tablet. The
proposed package insert states it accordingly.
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7 Labeling Supplement Review
SUBMISSION DATE: July 18, 2008, October 29, 2008

&
\ o

NDA/REPORT# NDA 20-958SCF-015 and BL:
Drug Product PEPCID Complete Tablets
Sponsor/Contact Paulette Midgette, MS

Manager, Regulatory Affairs

Worldwide OTC Regulatory Affairs

Johnson & Johnson — Merck Consumer Pharmaceuticals
Co.

Active Ingredients Famotidine (10mg)

Calcium carbonate (800mg)

Magnesium hydroxide (165mg)

Labeling 5-ct carton (Tropical Fruit)

8-ct carton ®@ Tropical Fruit)
25 x 1-ct dispensit carton (Tropical Fruit)

25-ct bottle (Berry, Cool Mint, Tropical Fruit)
50-ct bottle (Berry, Cool Mint, Tropical Fruit)
100-ct bottle (Berry)

1-ct Sample Pouch (Berry, Cool Mint, Tropical Fruit)
1-ct Trade Pouch ( Mint, Tropical Fruit)

Reviewer Mary S. Robinson
Review Date October 13, 2008
Background

This submission was submitted by Johnson and Johnson - Merck and Company, Inc. on July 18,
2008\to provide for a change s in labeling for Pepcid Complete in support of a new product
formulation. The newly formulated product will replace the Pepcid Complete product currently in
the marketplace. The proposed trade name, "Pepcid Complete" for the new formulated product is
identical to that of the FDA approved brand name for the famotidine 10 mg + antacid chewable
tablet product (Pepcid Complete, NDA 20-958, approved October 16, 2000).

Modifications to the currently approved Pepcid Complete chewable tablets formulation are made to
allow for a ®@ tablet. The amount of active ingredients in the new chewable
formulation is not changed from the currently approved product (famotidine 10 mg, calcium
carbonate 800 mg, magnesium hydroxide 165 mg). There are only ®® in the new
formulation to O@ (See CMC
review for ).

The sponsor states that the proposed product label for the EZ Chews formulated Pepcid Complete
chewable tablets is identical to the last approved labeling (NDA 20958/ SL.R-013) and the current
product label in the marketplace, with the following exceptions:

1. The text and artwork on the Principal Display Panel are consistent with currently
approved packaging for the entire Pepcid OTC product line with the exception of a flag containing
the phrase O@O" or "New Flavor" (addition of new tropical fruit flavor).

2. Three Flavors of the new product will be offered, Berry, Cool Mint, and Tropical Fruit,
and each flavor has minor variations to ®@ ingredients listed in (LI

(See CMC Review for .



'- ﬁ__Pel;Dcomlte OTCChewa,bleTablets B ") |

, 3. Modifications to O Jisted in & (“)mgledlents scotlon of DI'ug Facts have
'been made for the new tablet formulation.

: "4, The tablet image has been changed to dlsplay the new tablet Lmage f01 the EZ Chews '
: fmmula’red ploduct : :

" On October 29 2008 the sponsor submmed new labehng Th]S subm]ssmn was in response to FDAV
“correspondence dated October 21, 2008 that stated that the banner statement "
on the PDP of the Cool Mint and Berry flavored variants was not acceptable. The sponsor states
“that the revisions for-the Mint and Berry flavored pr oducts were made.to the PDP only. The texf
‘and artwork on the PDP are consistent with the July 18, 2008 submission, with the exception that
. the bannel is changed on the Berry and Cool Mint flavor Pepcid Complete cartons and containers
from' ®@n 1o read: "New Taste." Also all labeling for SKUs that are to be - .
- ~-marketed-have been included in this amendment, mcludmg the addition of ‘rwo label umts Beny
- 1- count sample pouch and Mmt 1-count sample pouch > 3

o ’I‘hls amendment withdraws the - o (A)Ca,rton The eponsol stated that in
‘accordance with FDA guldehnes "New Taste" and "New Flavor" will be 1'emoved from product -
_labellng 6 monﬂhs after: mtloductmn into the mar ketplace P ,

“This submlssmn updates the Pep(,1d Complete Chewable Table‘rs labelmg The spons01 states that o |
no othel changes were made to the labelmg apploved Oc‘robel 16, 2000. ,

-Th1s subm1ss10n contains draft color artwork prmted labellng for the Pepc1d Complete Chewa,ble '
rtablets cartons and contamers.

g Th1s is a review of the labehng con’ramed in July 28 2008 and Octobe1 29 2008 submlssmns for
'NDA 20-958SLR- 015 .

Yoyi Wr ! nts

I C&rtons .znd botﬂelabe]s iz

':The text and a,rtwm k on the leclpal Dlsplay Panels are cons1stent wﬂ;h cur1ently appr oved

» - packaging. f01 the entne Pep(ud OTC ploduct hne W1th ’rhe exceptlon of the followmg

1. A flag contammg the phrase "NEW Taste" is added above the W01ds "Dual Action” on the Cool ‘
V,lVIlnt, and Berry flavors. This replaces the ﬂag conta.lmng the sta.temen’r ®®@ from
‘the. July 18, R008 sublmssmn : NESARINEI -

17115 s acceptab]e T]]e1 f]ags on the Coo] Mnt Havor and t‘lze Beu 'y Hewoz are 1‘0 I)e de]eted
1"10111 t]w PDP aftel 6 111011t11s fo]]owmg ma.z]ret 1nt1 oduotmn ¥ ol

2. The te\it and artwork on the PDP f01 the new tlopmal frlut ﬂav01 is cons1stent Wlth the Beny '
and Cool Mint flavors, except for the flavor description and fruit graphic denoting the tropical
fruit flavor. The fruit graphic for the new Tropical fruit flavor is denoted by pill on banana and’
,pmeapple The ﬂag above the w01ds "Dual Act1on" f01 this ﬂaVOI 1ead; "\Iew Flav01" '

,w_




~ ‘Ber ry and Cool Mint flavors except under the inactive 1ngred1ents section. The inactive

TIHS s accept&b]e. ﬂe ]L?g on the ﬂopma] I/}lut ﬂ{-WOJ is to be de]eted 1”1'0111 ﬁlze PDP after 6
- months fo]]owmg market mtroduotzon r e, _ , :

3. Lower left corner, ‘the pﬂl 1mages 1'01 the ﬂavors are ohanged to appeaa more 3 dlmensmnal
‘The Cool Mmt, Berly, and Tloploal Fuut pl]l oolors are Whlte pink and yellow 1espe(,t1vely

. ]711.9 is acceptab]e.

1. The "Drug Facts" text f01 the new Tloplcal Fruit ﬂavm is the same as tha’r apploved for the

~ingredients differ be’rween the. thlee ﬂavors because of minor V&ma,tlons O

: 'mgledlents
’17115 15 accept&b]e. s

2, Undel "Othe1 1nformat10n“ bullet one, "ea,lcmm RIS mg, magn%mm 8; mg" is ehanged,to
"calomm 320 mg, magnesmm 70 mg ' : ; R

. ]Ilus s meptab]e under §§ 201 70 and71.

- ‘5—ct a)
3 The Tlps for m&nagmg heaa'tburn the Flemble Spending Acmunt symbol 1nf01'mat10n store
brand statement "The makers of Pepc1d Complete do not manufacture store brands" and the

dlstnbutlon statement are moved from the s1de panel to the back panel. :

: ]Yus 1s accepmb]e -

4 The "D_i'_ug Facts"VQ.coliliﬁn format is ohanged to,e 1 column format. -

. Thisis c‘wceptﬂl)_ja 2

The "store b1 and statement" is repeated above the i Drug Facts" -

& Tlus is zzccept&b]e. HoweveI lmdez 21 OFR 21] 132 ( c)(u ) tbe tamp(ﬂ -evident smtemem‘ _
~ needs to be prominently placed on the package. Thus, it needs to be at least as prominent as
the store brand statement, The sponsor S]JOllId be ﬂs]red to Incr ease the pr ommence of the

' mmpez eV1deﬂt statemeﬂﬁ ; ' : :

- -6 The labehng for the 20 X 1 d1spens1t eaa'ton 1s acceptable e 7

: Slde panel. The I‘lenble spendmg account mformatlon, glaphlcs and Pep(‘ld oommltment
) sta,tement is added. . S . .

) 171175‘1‘9 ;zce‘eptab]e.




8 Back panel Above the " Drug Facts' the graphlos are modlfled to be- cons1stent with the
prev10usly approved la,behng in NDA 20958/SLR 013. : :

HJJS 15 3ocepmb]e f L ,'

- vOther Labelmg (labehng followmg "Drugs Facts") e o
- 1. Following "Tips for Managing Heartburn" the 1mage of a p111 is added and is color-coded to
_represent the fru1t ﬂavor of the p111 ' ' :

]Yus s Meeptab]e i

RV On the 25- and 50 count contamers the store brand statement "The makers of Pep01d Complete C ¥
* do not manufacture store brands is added to the lower portion of the 51de panel below the first -~

‘, ‘portion of the “Drug Facts info_rm_atlon The Pepcrd promot_lonal ,mar_l _1n _offer is deleted_from the s '

' rlabelmg

'T hls is acceptable However thls layout is not complzant w1th 21 CFR 20] 66(d)( 7) that

* requires that there be no graphzcal images or text not described in S 201. 66(c) to interrupt -

- the required title, headings and subheadings.. However, this portion of the regulatzon is
o 'open to mterpretatton ‘and this layout has been approved in prevzous supplements.

1L Pouch
E l The Beuy, Tloprcal Frult Cool Mlnt sample pouches are acceptable

' ]Yus Is aocepmb]e. 7 L , '
: :—2 The Cool Mlnt and Tropleal Frult trade pouches are acceptable s

v1 W r] Rec mmend thi_ ¥

1. Inform the sponsor that the draft labehng for the 5— ot and 8-ct cartons (Troploal I‘rurt), 25 X 1
d1spen31t carton (Troplcal Fruit), 25-ct bottle (Berry, Cool Mint, Troplcal Fruit), 50-ct bottle -

(Berry, Cool Mint, Troplcal Fru1t) and 100 ct bottle (Berry) is acceptable 1nclud1ng the followmg ;i '7

;changes o
ool als The 1narfu1ve mgledlents ohanges relatlng to e\clplents in the new formulatlon X
b A flag containing the phrase "New Taste" for the Berry and Cool Mint flavors.
¢ A flag containing the phrase "New Flavor "for the Tropical Frlut flavor. -
“d: Changes in the plll unages to appeaa more thlee d1mens1onal on the Berr, y and Cool
- Mint flavors.
“e. The 10und1ng of the reported amounts of ca{lclum and magnesmm in the produot to the o
nealest mg per 21 CFR _1L 70 and 71 :

2 The annotated font speclflcatlons in these subm1ss10ns are acceptable

£ o2 s
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3. The sponsor should be asked to increase the p1 ominence of the Tamper— ev1den‘r. statement on the
- cartons and containers. ' If the sponsor chooses to increase the font only, fhen thls change can be
submlfted Wlth the fmal p11nted labelmg : : 2

S5t i Bemmd the sponsm to remove "New Taste" d "\Iew Fl&vm" on the p1mc1pal dlsplay of the
- ca,rtons and contaaners 6 months aftel 1nt10duc‘r10n in the mar ket place. = -
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 20-958/S-015 PRIOR APPROVAL SUPPLEMENT

Merck & Co., Inc.
Attention: Paulette Midgette
Manager, Regulatory Affairs
Worldwide OTC Regulatory Affairs
Sumneytown Pike, P.O. Box 4, UN-D129
West Point, PA 19486

Dear Ms. Midgette:

We have received your supplemental new drug application submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Pepcid Complete (10 mg famotidine, 800 mg calcium carbonate and 165
mg magnesium hydroxide) chewable tablets

NDA Number: 20-958

Supplement number: 015

Date of supplement: July 18, 2008

Date of receipt: July 18, 2008

This supplemental application proposes the following changes: the replacement of the current
Pepcid™ Compl ete product with a new chewabl e tablet formulation, with associated revisions to the
labeling, CM C and Pharmacology & Bioavailability/Bioequivalence sections of the NDA.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently complete
to permit a substantive review, we will file the application on September 16, 2008 in accordance with
21 CFR 314.101(a). If the application isfiled, the user fee goal date will be November 18, 2008.



NDA 20-958/S-015
Page 2

Please cite the application number listed above at the top of the first page of all submissionsto this
application. Send all submissions, electronic or paper, including those sent by overnight mail or
courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Nonprescription Products

Division of Nonprescription Clinical Evaluation
5901-B Ammendale Road

Beltsville, MD 20705-1266

If you have questions, call Mary Vienna, Regulatory Project Manager, at (301) 796-4150.

Sincerely,
{See appended electronic signature page}

Leah Christl, Ph.D.

Acting Chief, Project Management Staff
Division of Nonprescription Clinical Evaluation
Office of Nonprescription Products

Center for Drug Evaluation and Research
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