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(pZY U.S. FOOD & DRUG

ADMINISTRATION

ANDA 207193/S-003 and S-011

CHANGES BEING EFFECTED
APPROVAL

Perrigo R&D Company
515 Eastern Avenue
Allegan, M1 49010
Attention: Derick Winkle
Senior Manager, Regulatory Affairs

Dear Sir:

This is in reference to your supplemental abbreviated new drug applications (SANDAS)
received for review on March 22, 2018 (S-003) and April 10, 2019 (S-011), submitted
pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for
Esomeprazole Magnesium Delayed-Release Capsules USP, 20 mg (base)(OTC).

These sANDAs, submitted as “Changes Being Effected," provide for:

S-003: Revised insert labeling to be in accordance with the reference listed drug
(RLD), Nexium ® 24HR, NDA 204655/S-009, approved on January 24, 2018.

S-011: Revised insert labeling to be in accordance with the RLD, Nexium® 24HR,
NDA 204655/S-011, approved on April 4, 2019.

We have completed the review of these supplemental applications. They are approved,
effective on the date of this letter. However, please make the following revision to the
labeling and submit it in your next Annual Report, provided the change is described in
full.

STRUCTURED PRODUCT LABELING (SPL)
Omission of “sugar sphere” or the ingredients of “sugar sphere” from the Inactive
Ingredient table is not acceptable. Revise the table to list all inactive ingredients of
your drug product. If “sugar sphere” is not available, list each ingredient of the “sugar
sphere” separately.

REPORTING REQUIREMENTS

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81
and 314.98 and at section 5061 of the FD&C Act. The Office of Generic Drugs should

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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be advised of any change in the marketing status of this drug or if this drug will not be
available for sale after approval. In particular, under section 5061(b) of the FD&C Act,
you are required to notify the Office of Generic Drugs in writing within 180 days from the
date of this letter if this drug will not be available for sale within 180 days from the date
of approval. As part of such written notification, you must include (1) the identity of the
drug by established name and proprietary name (if any); (2) the ANDA number; (3) the
strength of the drug; (4) the date on which the drug will be available for sale, if known;
and (5) the reason for not marketing the drug after approval.

ANNUAL FACILITY FEES

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title
lIl) established certain provisions * with respect to self-identification of facilities and
payment of annual facility fees. Your ANDA identifies at least one facility that is subject
to the self-identification requirement and payment of an annual facility fee. Self-
identification must occur by June 1 of each year for the next fiscal year. Facility fees
must be paid each year by the date specified in the Federal Register notice announcing
facility fee amounts. All finished dosage forms (FDFs) or active pharmaceutical
ingredients (APIs) manufactured in a facility that has not met its obligations to self-
identify or to pay fees when they are due will be deemed misbranded. This means that it
will be a violation of federal law to ship these products in interstate commerce or to
import them into the United States. Such violations can result in prosecution of those
responsible, injunctions, or seizures of misbranded products. Products misbranded
because of failure to self-identify or pay facility fees are subject to being denied entry
into the United States.

Sincerely yours,
{See appended electronic signature page}

For Rachel Goehe, Ph.D.

Director

Division of Labeling Review

Office of Regulatory Operations

Office of Generic Drugs

Center for Drug Evaluation and Research

1 Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA
II) (Public Law 115-52, Title I11).

U.S. Food & Drug Administration
Silver Spring, MD 20993
www.fda.gov
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FINAL PRINTED LABELING
ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES 20 mg
14 - COUNT BOTTLE CARTON

000000000

I KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT mmmoul

Drug Facts

Active Ingredient (In each capsule) Pul
Esomeprazole 20 mg. i potle) Acid rm
22 mg es:meprazde maumslum dhydrm)

Uses  wtreats frequent hearthurn (oceurs 2.0t more days a week)
mlgﬁ;nﬂadfa Immedate rellef of heartbum; this drug may take 1 to 4 days
ull effect

Warnings
Allergy alert: Do nct use if you are allergic to esomeprazole

Do notuseif you have: mtrouble or pain swallowing food, vom ting with biood,
or bloody or black stools — m hearthurn with | sweating or
dizziness m chest pain or shoukder pain w th shortness of breath; sweating; pain
spreading toarms, neck or shoulders; or lightheadedness - mirequent chest pain
Thesa meay be signs of a serious cond tion. See your doctor.

Drug Facts (continued)
Directions maditts 18years of ageandokder  mthis
product isto be used once a day (every 24 hours), every
dayfor14days mmay take 1 to 4 days for fulleffect
14-Day Course of Treatment
mswallow 1 capsule with a glass of water before
eating inthe moming  mtake every day for 14 days
mdonot take morethan 1 capsuleaday  mswallow
whole. Do notcrush or chew cepsules. mdonotuse
for more than 14 days unless directed by your doctor
Repeated 14-Day Courses (if needed)
W you may repeat a 14-day course every 4 months
mdo not take for mere than 14 days ormore often
than every 4 months unless directed by a doctor
wchildren under 18 years of age: ask a doctor before
use, Heartbum in children may sometimes be caused
by a serious condition.

Other Information  wread the directions and
ings before use - mkeep the carton. It contains

Ask adoctor before use if you have - mhad heartbum over 3 months. This
may be asign of amore sericus condtion. - m frequent wheezing, particuiarly
with heartburn - munexplained weightloss - mnauseaor vomiting
mstomach pain

Ask adoctor or pharmacist before use if youare - mtaking a prescription
drug. Acid reducers may interact with certain prescription drugs.

P
importantinformation. - mstore at 20-25°C (88-77°R)

Inactive Ingredients FO&C blue no. 1, FD&C
redno. 3, ferrk: axide, gelatin, glyceryl monostearate,
typromellose, magnesium stearate, meglumine,
memaawcaidam ethyl acrylate copolymer
etfrylens ghycol, polysorbate 80,

Stop use and ask a dector if - myour heartburn continues or worsens
myouneed totake this product for morethan 14 days  myou needto take more
than 1 course of treatment every 4 months - myou get diarthea  m you develop
arashor joint pain

shellac, sodium lauryl sulfate, sugar spheres, talc,
titanum dioxide, triethyl cirate

Questions or comments ?1-800-719-9260

If pregnant or breast-feeding, ask a heath professional before use.
Keep out of reach of children. In case of overdose, get medical help or contact
aPolson Control Center right away. (1-800-222-1222) >

Tips for ing Heartburn

-Tvdd foo“;:rg ‘mnmm are more likely to cause heartbum, such as rich,
sploy, fatty and fried foods, chocolate, caffeine, alcohol and even some
acldic fruits and vegetables.

m Eat slowly and do ot eat blg meals,

m Donot eat late a night or just before bedtime.

m Donat lle flat o bend over scon after eating.

m Ralse the head of your bed.

m Wear bocee-fitting clothing around your stomach.

m If you are overwelght, lose welght.

m If you smoke, quit smoking.

Clinically Proven to
Treat Frequent Heartburn

NDC 0113-9898-01

DIE CUT
WINDOW

See new warning information
Treats Frequent Heartburn

Esomeprazole
Magnesium

Delayed-Release Capsules
20 mg/ Acid Reducer .

14 cAPSULES | CAPSULES|

Ore 14-day cowrse of reatment May take 1to 4 days for full effect

EFB1916

898D5FAC3

1 BOTTLE
INSIDE

ACTUAL SIZE

Do Not Use if printed foil seal under cap or band around

the center of each capsule is broken or missing.
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TELEPHONE #: 6 pt Helvetica Neue LT Std 77 Bold Condensed
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FINAL PRINTED LABELING
ANDA 207193
ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES, 20 mg
MINI CAPSULE
14 - COUNT BOTTLE CARTON

000000000

I KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT IFCIIIAIIOI.I

Drug Facts

Active Ingredient (In each capsule) Pul
Esomeprazole 20 mg. i potle) Acid rm
22 mg emmepmde maumslum dhydrm}

Uses  wtreats frequent hearthurn (oceurs 2.0t more days a week)
mlgﬁ;rﬂedfa Immedate rellef of heartbum; this drug may take 1 to 4 days
ull

Warnings
Allergy alert: Do nct use if you are allergic to esomeprazole

Do notuseif you have: mtrouble or pain swallowing food, vom ting with biood,
or bloody or black stools — m hearthurn with lightheadedness, sweating or
dizziness  m chest pain or shoukder pain w th shortness of breath; sweating; pain
spreading toarms, neck or shoulders; or lightheadedness - mirequent chest pain
Thesa meay be signs of a serious cond tion. See your doctor.

Drug Facts (continued)
Directions maditts 18years of ageandokder  mthis
product isto be used once a day (every 24 hours), every
dayfor14days mmay take 1 to 4 days for fulleffect
14-Day Course of Treatment
mswallow 1 capsule with a glass of water before
eating inthe moming  mtake every day for 14 days
mdonot take morethan 1 capsuleaday  mswallow
whole. Do notcrush or chew cepsules. mdonotuse
for more than 14 days unless directed by your doctor
Repeated 14-Day Courses (if needed)
W you may repeat a 14-day course every 4 months
mdo not take for mere than 14 days ormore often
than every 4 months unless directed by a doctor
wchildren under 18 years of age: ask a doctor before
use, Heartbum in children may sometimes be caused
by a serious condition.

Other Information  wread the directions and
ings before use - mkeep the carton. It contains

Ask adoctor before use if you have - mhad heartbum over 3 months. This
may be asign of amore sericus condtion. - m frequent wheezing, particuiarly
with heartburn - munexplained weightloss - mnauseaor vomiting
mstomach pain

Ask adoctor or pharmacist before use if youare - mtaking a prescription
drug. Acid reducers may interact with certain prescription drugs.

Stop use and ask a dector if - myour heartburn continues or worsens
myouneed totake this product for morethan 14 days  myou needto take more
than 1 course of treatment every 4 months - m you get diarhea  m you develop
arashor joint pain

P
importantinformation. - mstore at 20-25°C (88-77°R)

Inactive ingredients FO&C biue no. 1, FD&C

blue no. 1 aluminum lake, FD&C red no. 3, ferric ardde,
gelatin, glyceryl monostearate, hypromelose,
magnesium stearate, megluming, methacrylic acid and
ethyl acryate copolymer dispersion, polyethiylene
gyeol, polysorbate 80, shellac, sodum lauryl sufate,
sugar spheres, talc, titanium diodde, trieth citrate

Questions or comments ?1-800-719-9260

If pregnant or breast-feeding, ask a heath professional before use.
Keep out of reach of children. In case of overdose, get medical help or contact
aPolson Control Center right away. (1-800-222-1222) 'S

Tips for ing Heartburn

-Tvdd fm“;:g ﬁnm&t are more likely to cause heartbum, such as rich,
sploy, fatty and fried foods, chocolate, caffeine, alcohol and even some
acldic fruits and vegetables.

m Eat slowly and do ot eat blg meals,

m Donot eat late a night or just before bedtime.

m Donat lle flat o bend over scon after eating.

m Ralse the head of your bed.

m Wear bocee-fitting clothing around your stomach.

m If you are overwelght, lose welght.

m If you smoke, quit smoking.

Clinically Proven to
Treat Frequent Heartburn

NDC0113-9123-01

DIE CUT
WINDOW

See new warning information
Treats Frequent Heartburn

Esomeprazole
Magnesium
Delayed-Release Capsules
20 mg/ Acid Reducer .

14 cAPSULES

(Ore 14-day cowse of treatment

MINI CAPSULES

May take 1 to 4 days for full effect

EFB1916

7U4D5FACT

1 BOTTLE
INSIDE

ACTUAL SIZE

Do Not Use if printed foil seal under cap or band around
the center of each capsule is broken or missing.

MODIFIED FORMAT

TYPE SIZES:

LEADING: 6 and 6.1 pt

HEAVY LINES: 1.5 pt
HAIRLINES: 0.5 pt

TITLE: 8 pt Helvetica Neue LT Std 77 Bold Condensed Oblique

TITLE (continued): 7 pt Helvetica Neue LT Std 77 Bold Condensed Oblique
(continued) 7 pt Helvetica Neue LT Std 57 Condensed

HEADINGS: 7 pt Helvetica Neue LT Sid 77 Bold Condensed Oblique
SUBHEADINGS: 6 pt Helvetica Neue LT Std 77 Bold Condensed

TEXT: 6 pt Helvetica Neue LT Std 57 Condensed

BULLETS: 5 pt Square with 2 M'S spacing between statements
TELEPHONE #: 6 pt Helvetica Neue LT Std 77 Bold Condensed

Hairlines extend to within two spaces of the “Drug Facts” box
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FINAL PRINTED LABELING
ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES 20 mg
28 - COUNT BOTTLE CARTON

=

KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT INFORMATION.

Drug Facts

Active ingredient Purpose
(in each capsule)

ESOMEPrAzole 20 MY......... e vienssnenennn AC reducer
(Each delayed-release capsule corresponds

to 22 mg esomeprazole magnesium dihydrate)

ses
mtreats frequent heartbum (occurs 2 or more days a week
mnotintended forimmediate relief of heartbum; this drug
may take 1 o 4 days for full effect

Drug Facts (continued)

Ask a doctor or pharmacist before use if you are
mtaking a prescription drug. Acid reducers may interact
with certain prescription drugs.

Stop use and ask a doctor if

myour heartburmn continues or worsens

myou need to take this product for more than 14 days

myou nead to take more than 1 course of treatment every
4 months

myou get diarrhea

myou developa rash or joint pain

Warnings

Allergy alert: Donotuse if you are allergic to esomeprazole

Do not use if you have:

‘m trouble or pain swallowing food, vomiting with blood, or
bloody or black stools

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

Keep out of reach of children. h case of overdose, get
medical help or contact a Poison Control Center right away.
(1-800-222-1222)

Drug Facts (continued)

Repeated 14-Day Courses (if needed)

m you may repeat a 14-day course every 4 months

m do not take for more than 14 days or more
often than every 4 months unless directed

adoctor
m children under 18 years of age: ask a doctor
before use. Heartbum in children may sometimes
be causad by a serious condition.

Other information

m read the directions and wamings before use

m keep the carton. It contains important information.
m store at 20-25°C (68-77°F)

Inactive ingredients Fo&cblwema 1,
FDEC red no. 3, ferric oxide, gelatin, glyceryl
monostearate, hypromellose, magnesium stearate,
meglumine, methacrylic acid and ethylacrylate

m hearthum with lightheadedness, sweating or dizziness || Directions

m chest pain or shoukder pain with shoriness of breath; wadutts 18 years of age and older
sweating; pain spreading to arms, neck or shoukders; or mihisp beusad once a day (every 24 hours),
lightheadedness every day for 14 days

mfrequent chest pain . mmay take 1 to 4 days for full effect

These may be signs of a serious condition. See your doctor. 14-Day Course of Treatment

Ask a doctor before use if you have mswallow 1 capsule with a glass of water before eating in

'm had heartbum over 3 months. This may be a sign of a more
serious condition.

mfrequent wheezing, particularly with hearttum

mumexplained weight loss

W nausea or vomiting

m stomach pain >

the moming
m take every day for 14 days
mdo not take more than 1 capsule a day
mswallow whole. Do not crush or chew capsules.
mdonotusa for more than 14 days unless directed by
your doctor 'S

polymer dispersion, polyethylene glycol,
polysorbate 80, shellac, sodium lauryl sulfate, sugar
spheres, talc, titanium dioide, triethyl citrate

Questions or comments?
1-800-719-9260

Tips for Managing Heartburn

m Avoid foods or drinks that are more likely to cause heartbum, such as
rich, spicy, fatty and fried foods, chocolate, caffeine, akohol and even

some addic fruits and vegetables.
m Eat slowly and do not eat big meals.

m Do nat eat late at night or just before bedtime.

m Do nat lie flat or bend over soon after eating.

m Raise the head of your bed.

m Wear loose-fitting clothing around your stomach.

m If you are overweight, lose weight
m If you smoke, quit smoking.

Clinically Proven to
Treat Frequent Heartburn

DIE CUT
WINDOW

=

- EFB 1918

898D6FAC3

NDC0113-9898-02

DIE CUT
WINDOW

See new warning information
Treats Frequent Heartburn

Esomeprazole

Delayed-Release Capsules
20 mg/ Acid Reducer 24 vour

28 cAPSULES

Two 14-day courses of treatment

May take 1 to 4 days for full effect

ACTUAL SIZE

Do Not Us if printed foil seal under cap or band around
the center of each capsule is broken or missing.
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FINAL PRINTED LABELING
ANDA 207193

ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES, 20 mg

MINI CAPSULE
28 - COUNT BOTTLE CARTON

=

1

Tips for Managing Heartburn

m Avoid foods or drinks that are more likely to cause heartbum, such as
rich, spicy, fatty and fried foods, chocolate, caffeine, akohol and even
some addic fruits and vegetables.

m Eat slowly and do not eat big meals.

m Do nat eat late at night or just before bedtime.

m Do nat lie flat or bend over soon after eating.

m Raise the head of your bed.

m Wear loose-fitting clothing around your stomach.

m If you are overweight, lose weight

m If you smoke, quit smoking.

Clinically Proven to
Treat Frequent Heartburn

=

EFB 1918

7U4D6FACT

KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT INFORMATION.

Drug Facts
Active ingredient Purpose
(in each capsule)

Esomeprazole 20 m,

(Each delayed-releas
to 22 mg esomeprazole magnesium dihydrate)

Drug Facts (continued)

Ask a doctor or pharmacist before use if you are
mtaking a prescription drug. Acid reducers may interact
with certain prescription drugs.

Uses

mtreats frequent heartbum (occurs 2 or more days a week

mnotintended forimmediate relief of heartbum; this drug
may take 1 o 4 days for full effect

Stop use and ask a doctor if

myour heartburmn continues or worsens

myou need to take this product for more than 14 days

myou nead to take more than 1 course of treatment every
4 months

myou get diarrhea

myou developa rash or joint pain

If pregnant or breast-feeding, ask a health professional

Wamings + before use
Allergy alert: Donotuse if you are allergic to esomeprazole Keep out ofreach of children, h case f gt
Do not use if you have: medical help o contact a Poison Control Center right away.
mtrouble or pain swallowing food, vomiting with blood, or (1-800-22-1222)
bloody or black stools
m heartbum with lightheadedness, sweating or dizziness | Directions
' chest pain or shoukder pain with shortness of breath; madults 18 yearsof age and older
sweating; pain spreading to arms, neck or shoukders; or mihisp beused once a day (every 24 hours),
lightheadedness every day for 14 days
mirequent chest pain - mmay take 1104 days for full effect
These may be signs of a serious condition. See your doctor. 14-Day Course of Treatment
Ask a doctor before use if you have mswallow 1 capsule with a glass of water before eating in
'w had heartbum over 3 months. This may be a sign of amore the moming
‘serious condition. m take every day for 14 days
mrequent wheszing, particularly with heartbum mdo not take more than 1 capsule a day
m unexplained weight loss mswallow whole. Do not crush or chew capsules.
W nausza orvomiting mdonotusa for more than 14 days unless directed by
m stomach pain > your doctor S

Drug Facts (continued)
Repeated 14-Day Courses (if needed)
m you may repeat a 14-day course every 4 months
m do not take for more than 14 days or more
often than every 4 months unless directed

adoctor
m children under 18 years of age: ask a doctor
before use. Heartbum in children may sometimes
be causad by a serious condition.
Other information
m read the directions and wamings before use

m keep the carton. It contains important information.
m store at 20-25°C (68-77°F)

DIE CUT
WINDOW

NDCO0113-9123-02

DIE CUT
WINDOW

Inactive ingredients Fo&cblwema 1,
FDEC blue no. 1 auminum lake, FD&Credno. 3,
ferric axide, gelatin, glyceryl monostearate,
hypromellos2, magnesium stearate, meglumine,
methacrylic acid and ethyl acrylate copolymer
dispersion, polyethylene glycol, polysorbate 80,
shellac, sodium lauryl sulfate, sugar spheres, talc,
titanium dioxide, triethyl citrate

Questions or comments?

Two 14-day courses of treatment

See new warning information
Treats Frequent Heartburn

Esomeprazole

s i Delayed-Release Capsules
20 mg/ Acid Reducer 24 vour

28 cAPSULES

MINI CAPSULES

ACTUAL SIZE

May take 1 to 4 days for full effect

Do Not Us if printed foil seal under cap or band around
the center of each capsule is broken or missing.
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FINAL PRINTED LABELING
ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES 20 mg
42 - COUNT BOTTLE CARTON

+-

KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT INFORMATION.

N =

(Each delayed-release capsule corresponds to
22 mg esomeprazole magnesium dihydrate)

Uses
m treats frequent heartburn (occurs 2 or more days a week)
m not intended for immediate relief of heartburn; this drug may take

Drug Facts Drug Facts (continued)
Active ingredient (in each capsule) Purpose | Stop use and ask a doctor if
E prazole 20 mg Acid reducer | ® your heartbum continues or worsens

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

m you need to take more than 1 course of treatment every 4 months

m you get diarrhea  m you develop a rash or joint pain

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. (1-800-222-1222)

1 to 4 days for full effect

Warnings

Allergy alert: Do not use if you are allergic to esomeprazole

Do not use if you have:

m trouble or pain swallowing food, vomiting with blood, or bloody or
black stools

m heartburn with lightheadedness, sweating or dizziness

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

m frequent chest pain

These may be signs of a serious condition. See your doctor.

Ask a doctor before use if you have

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

m frequent wheezing, particularly with heartbum

m unexplained weight loss

Directions w adults18 years of age and older
m this product is to be used once a day (every 24 hours), every day for
14 days
m may take 1 to 4 days for full effect
14-Day Course of Treatment
m swallow 1 capsule with a glass of water before eating in the moming
m take every day for 14 days
m do not take more than 1 capsule a day
m swallow whole. Do not crush or chew capsules.
m do not use for more than 14 days unless directed by your doctor
Repeated 14-Day Courses (if needed)
m you may repeat a 14-day course every 4 months
m do not take for more than 14 days or more often than every
4 months unless directed by a doctor
m children under 18 years of age: ask a doctor before use. Heartburn in
children may sometimes be caused by a serious condition.

Drug Facts (continued)

Inactive ingredients

FD&C blue no. 1, FD&C red no. 3, ferric
oxide, gelatin, glyceryl monostearate,
hypromellose, magnesium stearate,
meglumine, methacrylic acid and ethyl
acrylate copolymer dispersion, polyethylene
glycol, polysorbate 80, shellac, sodium
lauryl sulfate, sugar spheres, talc, titanium
dioxide, triethyl citrate

0uestlons or comments?
1-800-719-

W nausea or vomiting  m stomach pain

Ask a doctor or pharmacist before use if you are

m taking a prescription drug. Acid reducers may interact with certain
prescription drugs.

Other information
m read the directions and wamings before use
m keep the carton. It contains important information.

m store at 20-25°C (68-77°F) »

Tips for Managing Heartburn

m Avoid foods or drinks that are more likely to
cause heartbum, such as rich, spicy, fatty
and fried foods, chocolate, caffeine, alcohol

m Eat slowly and do not eat big meals.

m Raise the head of your bed.

m Wear loose-fitting clothing around your
stomach.

m If you are overweight, lose weight.

m If you smoke, quit smoking.

and even some acidic fruits and vegetables.

m Do not eat late at night or just before bedtime.
m Do not lie flat or bend over soon after eating.

Clinically Proven to

Treat Frequent Heartburn
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Treats Frequent Heartburn

Esomeprazole Magnesium
Delayed-Release Capsules 20 mg/Acid Reducer

42 cAPSULES

Three 14-day courses of treatment

24 vour
| CAPSULES |

May take 1 to 4 days for full effect

BOTTLES
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Do Not Use if printed foil seal under cap or band around
the center of each capsule is broken or missing.
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FINAL PRINTED LABELING

ANDA 207193

ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES, 20 mg

MINI CAPSULE

42 - COUNT BOTTLE CARTON

¥

N =

(Each delayed-release capsule corresponds to
22 mg esomeprazole magnesium dihydrate)

Uses
m treats frequent heartburn (occurs 2 or more days a week)
m not intended for immediate relief of heartburn; this drug may take

KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT INFORMATION.
Drug Facts Drug Facts (continued)
Active ingredient (in each capsule) Purpose | Stop use and ask a doctor if
E prazole 20 mg Acid reducer | ® your heartbum continues or worsens

m you need to take this product for more than 14 days
m you need to take more than 1 course of treatment every 4 months
m you get diarrhea  m you develop a rash or joint pain

Drug Facts (continued)

Inactive ingredients FO&C blue no.1,
FD&C blue no. 1 aluminum lake, FD&C

red no. 3, ferric oxide, gelatin, glyceryl
monostearate, hypromellose, magnesium
stearate, meglumine, methacrylic acid and
ethyl acrylate copolymer dispersion,

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. (1-800-222-1222)

1 to 4 days for full effect

Warnings

Allergy alert: Do not use if you are allergic to esomeprazole

Do not use if you have:

m trouble or pain swallowing food, vomiting with blood, or bloody or
black stools

m heartburn with lightheadedness, sweating or dizziness

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

m frequent chest pain

These may be signs of a serious condition. See your doctor.

Ask a doctor before use if you have

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

m frequent wheezing, particularly with heartbum

m unexplained weight loss

Directions w adults18 years of age and older
m this product is to be used once a day (every 24 hours), every day for
14 days
m may take 1 to 4 days for full effect
14-Day Course of Treatment
m swallow 1 capsule with a glass of water before eating in the moming
m take every day for 14 days
m do not take more than 1 capsule a day
m swallow whole. Do not crush or chew capsules.
m do not use for more than 14 days unless directed by your doctor
Repeated 14-Day Courses (if needed)
m you may repeat a 14-day course every 4 months
m do not take for more than 14 days or more often than every
4 months unless directed by a doctor
m children under 18 years of age: ask a doctor before use. Heartburn in
children may sometimes be caused by a serious condition.

W nausea or vomiting  m stomach pain

Ask a doctor or pharmacist before use if you are

m taking a prescription drug. Acid reducers may interact with certain
prescription drugs.

Other information
m read the directions and wamings before use
m keep the carton. It contains important information.

m store at 20-25°C (68-77°F) »

lyethylene glycol, polysorbate 80, shellac,
sodium laury! sulfate, sugar spheres, talc,
titanium dioxide, triethyl citrate

0uestlons or comments?
1-800-719-

Tips for Managing Heartburn

m Avoid foods or drinks that are more likely to
cause heartbum, such as rich, spicy, fatty
and fried foods, chocolate, caffeine, alcohol

m Eat slowly and do not eat big meals.

m Raise the head of your bed.

m Wear loose-fitting clothing around your
stomach.

m If you are overweight, lose weight.

m If you smoke, quit smoking.

and even some acidic fruits and vegetables.

m Do not eat late at night or just before bedtime.
m Do not lie flat or bend over soon after eating.

Clinically Proven to

Treat Frequent Heartburn
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May take 1 to 4 days for full effect
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ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES 20 mg

FINAL PRINTED LABELING
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FINAL PRINTED LABELING
ANDA 207193

ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE CAPSULES, 20 mg
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*** This document contains proprietary information that cannot be released to the public***V41

SUPPLEMENT LABELING REVIEW
Division of Labeling Review
Office of Regulatory Operations
Office of Generic Drugs (OGD)
Center for Drug Evaluation and Research (CDER)

Date of this Review @ December 18, 2020

Review Cycle Number 1

ANDA(s) and Supplement Number(s) 207193/S-003 and S-011

Applicant Name Perrigo R&D Company

Proprietary Name, Established Name, Esomeprazole Magnesium Delayed-Release Capsules USP,
and Strength(s) 20 mg (base) (OTC)

[Add “(OTC)” after strength if
applicable]

Current Received Date March 22, 2018 (S-003) and April 10, 2019 (S-011)

Previous Received Date(s) of N/A
Proposed Supplement

Primary Labeling Reviewer Sarah Nguyen

Secondary Labeling Reviewer Ellen Koo

Review Conclusion
[ ] ACCEPTABLE - No Comments.

X ACCEPTABLE - Include Post approval comments.
[_] Minor Deficiency* — Refer to Labeling Deficiencies and Comments for Letter to Applicant
[ ] Major Deficiency” — Refer to Labeling Deficiencies and Comments for Letter to Applicant
"Theme - Choose an item.

Justification for Major Deficiency - Choose an item.

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information
Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major deficiencies will be included in the Complete Response
Letter (CRL) letter to the applicant.

On Policy Alert List [1Yes [X] No
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Acceptable for Filing [ lYes [ ] No
Combined Insert/Outsert [ ]Yes [X] No (If yes, indicate ANDA number)

X] For labeling supplement(s):

These Changes Being Effected supplemental abbreviated new drug applications provide for:

S-003: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium ®
24HR, NDA 204655/S-009, approved on January 24, 2018.

S-011: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium®
24HR, NDA 204655/S-011, approved on April 4, 2019.

We have completed the review of these supplemental applications. They are approved, effective
on the date of this letter. However, please make the following revision to the labeling and submit
it in your next Annual Report, provided the change is described in full.

STRUCTURED PRODUCT LABELING (SPL)
Omission of “sugar sphere” or the ingredients of “sugar sphere” from the Inactive Ingredient
table is not acceptable. Revise the table to list all inactive ingredients of your drug product. If
“sugar sphere” is not available, list each ingredient of the “sugar sphere” separately.
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1. ANDA REGULATORY INFORMATION:

Type of Supplement: CBE

Are there any pending issues in DLR's SharePoint Drug Facts? NO
If Yes, please explain:
Is the drug product listed in the Policy Alert Tracker on DLRS SharePoint? | NO
If Yes, please explain:
Is the drug product listed on the Susceptibility Test Interpretive Criteria NO

web page?

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentReso
urces/ucmS575163.htm

Reason for Submission:

S-003: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium ®
24HR, NDA 204655/S-009, approved on January 24, 2018.

S-011: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium®
24HR, NDA 204655/S-011, approved on April 4, 2019.

Is this supplement combined with another discipline? NO
Is this product an OTC product? YES
Is this ANDA the RLD? NO

2. MATERIAL ANALYSIS

The results for each material reviewed in this section provide the basis for the labeling comments to the
Applicant and other review disciplines.

2.1 MATERIALS REVIEWED
Tables 1 and 2 provide a summary of recommendations for each material analyzed in this review.

Table 1: Review Summary of Container Label and Carton Labeling
Final or Draft or NA Packaging Sizes Sub.m maion Recommendation
Received Date
Container Final i 4110119 Satisfactory
14 count, mini
Blister N/A Click here:ta:antar taxd. Click here to enter Click herg to enter
text. text.
) 14, 28, 42 count )
Carton Final 14, 28,40 cousit, fika 4/10/19 Satisfactory
(Other — specify) N/A Chick fiore frentordssd Click here to enter | Click here to enter
text. text.
Table 2 Review Summary of Prescribing Information and Patient Labeling
Final or Draft or NA Revision Date and/or Code Sub.m Ission Recommendation
Received Date
: - . i i
Prescribing Information Click here to enter T r— ick here to enter Click here to enter
text. text. text.
Medication Guide Click here to enter Click here to enter text. Click here to enter Click here to enter
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text. text. text.
Pt Ffoiatiog Click here to enter A Click here to enter Click here to enter
text. text. text.
11in 1 carton
14 in 1 bottle
SPL Data Elements N/A 2 ik 1 carton 4/10/19 Satisfactory
14 in one bottle
3in 1 carton
14 in one bottle

2.2 MODEL LABELING

The review model labels and labeling used for comparison to the submitted ANDA labeling are described in
Table 3.

Table 3: Review Model Labeling for Prescribing Information, Patient Labeling, and Drug Facts Labeling (OTC)
(Check the box used as the Model Labeling)

X] MOST RECENTLY APPROVED NDA MODEL LABELING

(If NDA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and if
so, enter the most recently approved ANDA labeling information as applicable.)

NDA#/Supplement# (S-000 if original): NDA 204655/S-011
Supplement Approval Date: April 4, 2019

Proprietary Name: Nexium® 24HR
Established Name: Esomeprazole Magnesium Delayed-Release Capsule

Description of Supplement: Provides for the inclusion of the following drug-drug interaction warning, “Ask a doctor or
pharmacist before use if you are taking a prescription drug. Acid reducers may interact with certain prescription drugs.”

[_] MOST RECENTLY APPROVED ANDA MODEL LABELING
ANDA#/Supplement# (S-000 if original): Click here to enter text.
Supplement Approval Date: Click here to enter text.

Proprietary Name: Click here to enter text.
Established Name: Click here to enter text.
Description of Supplement: Click here to enter text.

[ ] TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text.
[_] OTHER (Describe): Click here to enter text.

Reviewer Assessment:

Is the NDA listed in the discontinued section of the Orange Book? NO
If yes, then comment below regarding the current model labeling.

Comment: No further comments.

2.3 PATENTS AND EXCLUSIVITIES
The Orange Book was searched on 12/18/2019.
Are there any remaining unexpired patents or marketing exclusivities for Model Labeling? NO

If YES go to the Table 4 and assessments below.

Table 4 describes how the applicant certified to the Orange Book patent(s) for the Model Labeling (NDA
204655) and how this certification impacts the ANDA labels and labeling. For applications that have no patents

S|Page




N/A 1s entered in the patent number column.

Table 4: Impact of Model Labeling Patents on ANDA Labeling

Labeling Impact
Patent Patent Patent v Patent “Carve-out” or
Number Expiration | Use Code afont UssiCode Distinlion Certification S‘None” or “Not
addressed by firm”)
U-1509: Treatment of frequent heartburn by
U-1509 administering a gastric acid reducer
6,428,810 05/03/2020 U-1874: Treatment of frequent heartburn by PIV None
U-1874 administering omeprazole according to claims
1-8

Table 5 describes how the expiration of the Orange Book exclusivities for the Model Labeling impacts the
ANDA labels and labeling. For applications that have no exclusivities N/A is entered in the Exclusivity Code

column.
Table 5: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling
Labeling Impact
Exclusivity | Exclusivity s i o Exclusivity (“Carve-out” or
Code Expiration Exclusivity Code Definition Statement “None” or “Not
addressed by firm”)
N/A
Reviewer Assessment:

Are there any recently expired patents or exclusivities? NO
If yes, did these patents or exclusivities have any labeling impact? NO

Comment: No further comments

24

The USP was searched on 12/18/2019.

UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF)

Table 6: USP

YES or NO

Packaging and Storage/Labeling

rosiin bl Statements
grap (NA if no monograph)
*Packaging and Storage:

Preserve in tight containers. Store at
room temperature.

Esomeprazole +Labeling: 7
Currently Official Yes Magnesium Delayed- © )
Release Capsules
Click here to enter
Not Yet Official No the'date whoet e NA NA
monograph
becomes official.
Reviewer Assessment:
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Are the required USP recommendations and/or differences in test methods (e.g., dissolution, organic impurities,
assay) reflected in the labels/labeling? YES

Comment: Dissolution was found acceptable on 6/26/18.

2.5 _HISTORY OF ANDA

We evaluated previously approved and pending supplements (Table 7) to determine if actions are needed for the
current review.

Table 7: Labeling History of ANDA

Original or | Approval Date | What post approval changes were requested and were the changes addressed?
Supplement

Original 8/18/17 STRUCTURED PRODUCT LABELING (SPL)
Omission of “sugar sphere” or the ingredients of “sugar sphere” from the Inactive Ingredient
table is not acceptable. Revise the table to list all inactive ingredients of your drug product. If

“sugar sphere” is not available, list each ingredient of the “sugar sphere” separately.

This was not addressed, and we will include as part of our comments to the applicant.

Are there any Pending Labeling Supplements for this ANDA that impact labeling? NO

Pending Submission Labeling Impact
Supplement | Date

3. ASSESSMENT OF CURRENT SUPPLEMENT’S LABELING

3.1 _CONTAINER AND CARTON LABELS

Reviewer Assessment:

Were container or carton labels submitted in this supplement? YES
If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or
deficient.

Comment: Applicant has satisfactorily updated their carton and container labels to be in line with the RLD,
NDA 204655/S-011, approved on April 4, 2019, which provides for the inclusion of the following drug-drug
iteraction warning, “Ask a doctor or pharmacist before use if you are taking a prescription drug. Acid
reducers may interact with certain prescription drugs.”

3.1.1 MODEL CONTAINER LABELS
Please provide the reference listed drug labels if applicant submits container, blister, carton, etc.

Model container/carton/blister labels [Source: NDA 204655/S-011, approved 4/4/19]
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KEEP CARTON FOR COMPLETE WARNINGS AND IMPORTANT INFORMATION.

BOTTLE

INSIDE

Nexium»
w4

delayed-release capsules
20 my/acid reducer |

Mgfll-‘k Drug Facts {confinued) -
Purpase l*nwalmm ~
"“"’%‘“"’ ' Tips for P
out of reach of childres. In case of ovendose,
h‘!’:‘: E i ﬂ?amw.mwmm” Managing Heartburn
mnvf-mhmunml ‘w2 18 years of g and o b o e )
Uses ‘mthis product is 1o be wsed once a day (wery 24 howss), am ﬂyﬂmm
intendad .m m:m:‘mhuch i some. s and
L for immediste redied of this - g
-'r:.mmmpwum S mkvt-—bf | ~Eatslowty and donot 3t big meals.
frem— -sﬂﬂmﬂzwd—ch&nm . +Donot eat ate 3t night or ust before
Warnings bedtime.
ey lﬂu&ﬂthl « Do not lle it or bend over soon
Do not ese if you have: mdonat: nhim:q | after
-Mmmﬁxﬂwhﬂ,mﬂhﬁ,u Do-xm«mwm |
Hioody or back socks tan U dogs y
i ymrh'n
shitider olbeaty, | Repested 14 Doy Courses i needed)
swealleg; pan sproadieg o ans, neck or shouidars; or | WYou may spoata 14 day coursa very dmonths
w equintchest pain every 4 muaths mless direced by 2 doche |
Thesa may be sigs ofaserous condibon. S your docioe, | W chien usder 18 years of age: sk 2 docoe beloe use
Aska doctor before use if you have n
-Mmﬁnmw?nn’v:smsnwhw’ldz i_semmnﬁn
moee sioes coodion, Irlormation
-vaxmldu:;ﬂmh,ﬂhm .u:d«mﬂ;u betore use
carion. |t contans important nfommation.
::'-Qnmmmzm
b o Eﬁ:&lﬂ%r&mumum
Slln-h;::"taml s = g, ey
1y e ke s oo e s i dm*w
Irmﬁumﬂmilmnm ey
me
derbea (uestions or comments? cal tol free weehiays
::gﬁwmmmp » |3 M0 PMEST 21-866-226-1600
____________________________ e ——— -
I
I~ / / / S T S / A s | 17 I
W M /
/ A / / by

;‘ Nexu :

 fake cvery day for 14

[ KEEP CARTON FOR COMPLETE AND IMPORTANT INFORMATION. ] \‘\
Drug Facls Drug Facts (continued) e
ive i i i " st or hreact-deeding, ack 3 heaith professional sef =V
[ e OO ) e | ks ek o ARes oo G, o Mt o s aoing Heartburn S ] === R
e iyl i iy o 223 o cantac 3 Bt Control Caniar 1t iy See new wamlng Infomlatlon WOC (673285242
Vi mgresin iyt — ot Ihnty & Cane i, sich
Tses L T s Treats Frequent Heartburn
8t st i a2 wesk) i prodc 0 b s e a vy 24 o)y by 3 ackdhs s Snd vegetathes,
d uwmkdﬂrvﬂr‘nlb«nlh.ﬂ" o g ey A + Ea skowty 303 9o not st big mes.
iy ke 1 10 dogs e Al
14-Day Courve of Tresment I
W ewaliow 1 cpaasi with 3 s o water balces asing in the +Domot B fla o band aver som

— \—

W5 ol ks mees San
sl bk D0 Do

>

chid s an A Shainas o et o Tnpastd 14-D3y Conrent
« shouds W 0w oy rapest 3 | 447y ccarse ey 4 manths.
-Imumam
ey bt e o o |lp«unl<ili 1 e your doctor

u:u-mm-n
1 hat 2ecertam awar 3 mehs, msm:/x asgnatamem

zefioaz condition
@ irequem! wiwecep pwSicukeiy wth imatiurn
e

™ rausea or unnrq -—um-npm

b dar 13 yaars o iga 5k A et tedorm i Harthum
in chidran may semasmes Be causad by a sorius condtica

Other Informati

8 123t dactions snd wamings bkorn use
Wkop tho Grten. |t coataine mportant informmason.
W wore o 20 25°C {8377°F)

18 aing peeplm e Ak vz sy icract i cstln
I o diugps

Stap use and
ot It i o

#roduct n et than 14 doya
o 1

Inactive myudmna
o ., FORC b no 2. '[\\T N.-n 2 shimmm

i,y eopcal e, ypremalicn,
pimiery ety 4 cp o, shat -mmnhu

f cieate

Questions orcommem’ call tolbree ik 9 A 10
5P E5T ot 1-866 226-1600

!
|
|
|
|
|

esomeprazole rmgnesmm
-délayed-release cansules

ZOmg/aad g

Do Not Use if seal under bottle
cap imprinted with “SEALED for
| YOUR PROTECTION” or yellow

band around the center of each
capsule is broken or missing.

Marketed by:
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Made In France
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Pfizer, Madison, NJ 07940 USA

| For most recent product information,
visit www.Nexium24HR.com
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Stop use and ask a doctor if ® your heartburn continues or worsens  m you need to take this product for more than 14 days !
W you need to take more than 1 course of treatment every 4 months m you get diarrhea ® you develop a rash or joint pain

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 W adults 18 years of age and older m this product is to be used once a day (every 24 hours), every day for 14 days |
W may fake 1 to 4 days for full effect

14-Day Course of Treatment  m swallow 1 capsule with a glass of water before eating in the moring  m take every day for 14 days
m do not take more than 1 capsule a day m swallow whole. Do not crush or chew capsules. m do not use for more than 14 days |
unless directed by your doctor

Repeated 14-Day Courses (if needed) myou may repeat a 14-day course every 4 months  m do not take for more than 14 days |
or more often than every 4 months unless directed by a doctor m children under 18 years of age: ask a doctor before use.
Heartburn in children may sometimes be caused by a serious condition.

Other Information W read the directions and warnings before use  m keep the carton. It contains important information. |
m store at 20-25°C (68-77°F)

Questions or comments? call toll-free weekdays 9 AM to 5 PM EST at 1-866-226-1600 - — _ 4
Pt S A S (" {SSE e U G eemmi smmmi demnovemmn cemml e =T
Active ingredient (in each capsule) Pun

EORMVETITDONE DU BN .o s i s G 60 SRR OD S NS SR A A A ARG S bt Acid reducer
I Each delayed-release capsule corresponds to 22 3 mg esomeprazole magnesium trihydrate) |
W treats frequent heartburn (occurs 2 or mere days a week) m not intended for immediate relief of heartburn; this drug

| may take 1 to 4 days for ful effect
Warnings
Allergy alert: Do not use if you are allergic to esomeprazole

l Do not use if you have: m frouble or pain swallowing food, vomiting with blood, or bloody or black stools m heartburn with |
lightheadedness, sweating or diziness W chest pain or shoulder pain with shortness of breath; sweating; pain spreading to

| arms, neck or shoulders; or lightheadedness m frequent chest pain. These may be signs of a serious condition. See your doctor. |
Ask a doctor before use if you have m had heartburn over 3 months. This may be a sign of a more serious condition.
m frequent wheezing, particularly with heartburn  m unexplained weight loss  ® nausea or vomting ¥ stomach pain

I Ask a doctor or pharmacist before use if you are W taking a prescription drug. Acid reducers may interact with certain |

£ prescription drugs.

Clinicalty Proven to
Treat Frequent
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Drug Facts

Active ingredient (in cach le)
L
(Each delayed-+elease capsule corresponds to 223 mg
esomeprazol magnesium Tinydrate)

Pu
ez

Drug Facts (continued)
i pregnast or breast-feeding, ask a healh professional before use

of children. In case of overdose, get medical hep
of contact a Poiscn Control Center nght amay.

Uses

s frequent heartburn (occurs 2 o1 mere days & week)

ot intended for immediate relief of hearburn; s drug may take
1104 days for ol eflect

Warnings

Alergy alest: Do not use it you are allergi: 0 esomeprazole

Do not 5o 1 yoa have:

m trouble or pain swaiowing food, vomilling with biood, of bicody
stools.

o black s
@ hewrBur wilh lightheadedness, swealing or diziness
t pain o shoukder pam with shoriness of breath, sweating;

pain spreading 10 arms, neck o shoulders; of ghtheadedness.
 froquent chest pain
These may b sigis of a serkous condtion. See your doctor
Aska doctar baoro e i you have
@ had heartburn over 3 months. This mey be a sign of a more

ondion

@ [requent wheezing, particutarty with hearthurn

= unexplaned weight loss

W NaUSEa of vomitng @ slomach pan

Ask a doctor of parmacist belore use i you are

m taking a prescription drog. Acid roducers may intecact with
‘certan prescripion dn

Siop use and ask a docier if

your heartburn confimues o worsens

need o take $is product for more than 14 days.

ou need 1o ke mote fan 1 course of reatment every 4 months

-

get darthea
you develop a rash of joint pain

w adults 18 years of age and older
s product s 10 be used once a day (every 24 hours), every day
for 14 days
mmay take 1 104 days for full affect
14-Day Course of Treatment
m swallow 1 cagsahe with a gless of wate bolore cating In the
morning
- ke day for 14 days
0 not take more than 1 capsale a day
= swallow whole. D0 ot 1 of Chew Gapsises
' do not use for more #han 14 days uniess directed by your doctor
eated 14-Day Caurses (if needed)
' you may repeat & 14-day course overy 4 monts
1 otk o more tkan 14 days o more ofe o every
4 months unless directed by a
‘= chidren under 18 years of age: ask a doctor before use. Heartbum
in chiliren may sometimes be caused by a sefious condiicn

m keep the Garton. |t contains important information.
m store at 20-25°C (68-77°F)

Inactive ingredients

com starch, DAG red no. 28, FDAG blue no_ 1, FDAC red no. 40,
farric oxide, geatin, glycenyt monostearate, hydraxypropy! celuiose.
fypromeliose, magoesium stearate, methacryl: acd copaymes,
pharmaceutical nk, polysorbats 80, sucrass, tac, Stanm dicodde,
Inetiy! ctrale

Questions or comments?
call olk-tron wookcdays 9 AM 10 5 PM EST a1 1-866-226-1600

Drug Facts

Drug Facts (continued)

+ Do not I flat or band over s00n
aner eat

«Ralso tho head of your bad,
+ Wear loose fliting clothing around

V'ﬂlw
. are overweight, lose weight.
1 You smoke, qun Fmakng.
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o black stoais

‘= hoarthum with lightheadodacss, swealing of dizzisess

= chest pain o shoukder pain with shortness of breath; sweating
pain spreoding to arms, neck of shouders, of ightheadedness

w froquent chest pain

may be signs of @ sesives coadition. Soe your doctr.

Ask a docior belore use i you have

= had heartburn over 3 months. This may be a sign of 3 more
serious condion

' froquent whoezing, particuderly with beartbur

= wnexplned weght loss

- nausEa of vomiting

Ask a dochor or pharmacist before use il you are

@ takng a prescription druxg. Acid reckiers may interact with

oartan prescription drugs

Siop use and ask a docior I

W your heartburn continuss o worsens

= you noed 10 taks this prodect for more than 14 days

' you need 1o ake more than 1 course of braatment every 4 menths

you gel darhea

= you developa rash o jont pain »

- stomach pain

 swallow whole. D0 ot crush o chew capsules.
' do not use for more than 14 days unless directed by your doctor
Repeated 14-Day Courses (i needed|

ovory

‘m chikdren under 18 years of age: ask a doctor beore use. Heartbum
n chikdren ety sometimes be catsed by a sesioes Concition

Other Information

m read the directons and wamings before use
 kzep e carton. It contains important information
 shoro at 20.25°C (68-77°F)

Inactive ingredients
comn starch, DEC red no. 28, FD&C biue no. 1, FDSC red no 40,

ferric oxic m ate, hydcxypropyl cellulose,
Iypromeliose, magnesium stearate, metiacrylc ackd Copolyme.
phamaceuscal ose, tl, ttanum diccde
Viethyl cirate

Questions or comments?
call ol iree weekdays O AM 105 PM EST at 1-866-226-1600

R oA,
Ot e (o
20 mg /a0t wOw

| ©20i9 Pz inc.
© Made in France

Active inznligm in each capsule, Purpose | 1 pregmant or breas-foeding, <k a heaith prokssional efore use
Esomeprazole 20 mg ! ) Acid raduces | Koop out of reach of children. in case of overdose, got medical help Tips for
(Each dolayed release capsule corresponds 1o 2.3 mg of cortact a Poeson Control Canter right away
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Marketed
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| For most recent product inform

i waw Nexium24HR com
| Nexsum and the colors
s appliod

CAPSULES

See new warning information
Treats Frequent Heartburn

;,}“ Ohs,v
CAY

EASY OPEN
CAP!

esomeprazole magnesium
delayed-release capsules
20 mg/acid reducer

Do Not Use If seal under

[ THIS PACKAGE FOR HOUSEHOLDS WITHOUT YOUNG CHILDREN.

bottle cap imprinted with
“SEALED for YOUR PROTECTION"

Two 14-day courses of treatment

See new waming information

Treats Frequent Heartburn

Clinically Proven to
Treat Frequent
Heartburn

May take 1to 4 days for full effect

oryellow band around the center of
each capsule is broken or missing.

esomeprazole magnesium

42

CAPSULES

delayed-release capsules
20 mg/acid reducer

Nexium /

St (24HR

Three 14-day courses of treatment

Do Not Use if seal under
bottle cap imprinted with :
1 “SEALED for YOUR PROTECTION" f

| | oryeliow band around the center of )
1+ | each capsule Is broken or missing. |

3.1.2 RXPRESCRIBING INFORMATION, PATIENT LABELING, & DRUG FACTS

LABELING (OTCQC)
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Reviewer Assessment:

Was labeling submitted in this supplement? YES

Are the Prescribing Information or Drug Facts Labeling (OTC) contained in the submission the same as the
review model labeling (not including allowable differences under 21 CFR 314.94(a)(8))? YES

Is the Prescribing Information shared by other ANDAs? NO (If yes please list ANDA numbers).

Are the specific requirements for format met under 21 CFR 201.57 (new), or 201.80 (old), or 201.66 (OTC)?
YES

Comment: The following were deemed acceptable per the original review:
1) When asked to include an asterisk after the expression of strength and before “Each delayed release
capsule...” statement, the applicant declined because the RLD does not have this.
When requested to add the days of the week and times of the day when a person is available to
respond to questions, Perrigo elected to use the standardized format as they considered this optional
information per 21 CFR 201.66(c)(9).
3) Perrigo retained the name “sugar spheres” (instead of ®@ 1n the inactive
ingredient section as it is the name listed in the NF monograph and aligns with the raw material name
as 1t 1s procured by Perrigo and to maintain consistency within their excipient tracking system.

2)

3.1.3 DESCRIPTION, HOW SUPPLIED, MANUFACTURED, DISTRIBUTED, AND/OR
PACKED BY STATEMENT

[For OTC products, please include the inactives in Table 8; package sizes being marketed in Table 9; and drug
product manufacturer/distributor/packer statement in Table 10.]

Reviewer Assessment:

Are there changes to the inactives in the DESCRIPTION section or OTC labeling? YES

Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED section or OTC
package sizes? NO

Are there changes to the manufacturer/distributor/packer statements? NO

If yes, then comment below in Tables 8, 9, and 10.

Table 8: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC)

Previous Labeling Review

Assessment

Per S$-006 drug product review, the

applicant proposed for the addition of an
®) @4

Currently Proposed

FD&C blue no. 1, FD&C blue no. 1

FD&C blue no. 1, FD&C red no. 3, ferric
oxide, gelatin, glyceryl monostearate,
hypromellose, magnesium stearate,
meglumine, methacrylic acid copolymer,
polyethylene glycol, polysorbate 80,
shellac, sodium lauryl sulfate, sugar
spheres, talc, titanium dioxide, triethyl
citrate

aluminum lake, FD&C red no. 3, ferric
oxide, gelatin, glyceryl monostearate,
hypromellose, magnesium stearate,
meglumine, methacrylic acid and ethyl
acrylate copolymer dispersion,
polyethylene glycol, polysorbate 80,
shellac, sodium lauryl sulfate, sugar
spheres, talc, titanium dioxide, triethyl
citrate

®®the sponsor added non-
functional colorant (FD&C Blue #1)
®) @)

Methacrylic acid copolymer and
methacrylic acid and ethyl acrylate
copolymer (®)# are synonymous
per the FDA Substance Registration
System.
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Table 9: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products

Previous Labeling Review Currently Proposed Assessment

10/15/19 AR: An oblong shaped two-

- — —— — piece hard shell gelatin capsule containing
An oblong shaped two-piece, hard gelatin capsule comamm(&) ml  cream colored, spherical beads. The
(®) @) capsule consists of an opaque light blue
body and cap. The capsule is sealed with a

() @) The capsule consists of an opaque light blue body and eap_| blue band. The band appears to be dark
The capsule is sealed with a blue band. The band appears to be |hjue on the body and cap. The logo “L898"
a dark blue on the body and cap. The logo “L898™ is printed in is printed in black around the
black around the circumference of the cap. 3

circumference of the cap.

cream colored. spherical beads.

Editorial changes: Acceptable

Table 10: Manufacturer/Distributor/Packer Statements

Previous Labeling Review Currently Proposed —
Distributed by Perrigo Dlsn'lbl‘l.md By |
Allegan, MI 49010 Perrigo No changes: Acceptable
’ Allegan, MI 49010

4. SPECIAL CONSIDERATIONS

Please include other information that may pertain to your drug product application.
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	SUPPLEMENT LABELING REVIEW 
	SUPPLEMENT LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of this Review 
	Date of this Review 
	Date of this Review 
	December 18, 2020 

	Review Cycle Number 
	Review Cycle Number 
	1 

	ANDA(s) and Supplement Number(s) 
	ANDA(s) and Supplement Number(s) 
	207193/S-003 and S-011 

	Applicant Name 
	Applicant Name 
	Perrigo R&D Company 

	Proprietary Name, Established Name, and Strength(s) [Add “(OTC)” after strength if applicable] 
	Proprietary Name, Established Name, and Strength(s) [Add “(OTC)” after strength if applicable] 
	Esomeprazole Magnesium Delayed-Release Capsules USP, 20 mg (base) (OTC) 

	Current Received Date 
	Current Received Date 
	March 22, 2018 (S-003) and April 10, 2019 (S-011) 

	Previous Received Date(s) of Proposed Supplement 
	Previous Received Date(s) of Proposed Supplement 
	N/A 

	Primary Labeling Reviewer 
	Primary Labeling Reviewer 
	Sarah Nguyen 

	Secondary Labeling Reviewer 
	Secondary Labeling Reviewer 
	Ellen Koo 

	Review Conclusion ACCEPTABLE -No Comments. ACCEPTABLE -Include Post approval comments. Minor Deficiency* – Refer to Labeling Deficiencies and Comments for Letter to Applicant Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant †Theme -Choose an item. Justification for Major Deficiency Choose an item. *Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other 
	Review Conclusion ACCEPTABLE -No Comments. ACCEPTABLE -Include Post approval comments. Minor Deficiency* – Refer to Labeling Deficiencies and Comments for Letter to Applicant Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant †Theme -Choose an item. Justification for Major Deficiency Choose an item. *Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other 
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	On Policy Alert List      Yes No 
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	Acceptable for Filing 
	Yes 
	Figure

	No 
	Figure

	Combined Insert/Outsert      
	Yes 
	Figure

	No (If yes, indicate ANDA number) 
	Figure
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	For labeling supplement(s): 
	For labeling supplement(s): 
	These Changes Being Effected supplemental abbreviated new drug applications provide for: 
	S-003: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium ® 24HR, NDA 204655/S-009, approved on January 24, 2018. S-011: Revised insert labeling to be in accordance with the reference listed drug (RLD), Nexium®  24HR, NDA 204655/S-011, approved on April 4, 2019. 
	We have completed the review of these supplemental applications. They are approved, effective on the date of this letter.  However, please make the following revision to the labeling and submit it in your next Annual Report, provided the change is described in full.  
	STRUCTURED PRODUCT LABELING (SPL) Omission of “sugar sphere” or the ingredients of “sugar sphere” from the Inactive Ingredient table is not acceptable. Revise the table to list all inactive ingredients of your drug product. If 
	“sugar sphere” is not available, list each ingredient of the “sugar sphere” separately. 
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