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s / :?/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
r'd

! \ e Food and Drug Administration

Rockville MD 208

NDA 20-520/S-001
GlaxoWellcome, Inc
Attention: Thomas A. Gerding JUN 8 |98
Five Moore Drive
P.O. Box 13358 -
Research Triangle Park, NC 27709 ~

Dear Mr. Gerding:

Please refer to your supplemental new drug application dated November 5, 1996, received
November 6, 1996 , submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Non-Prescription Zantac® 75 (ranitidine hydrochloride) Tablets, 75 mg.

We acknowledge recéipt of your submissions dated December 5, 1997, March 31, and June 3, 1998.
Your submission of December 5, 1997, constituted a complete response to our November 5, 1997,
— action letter. The current User Fee goal date for this application is June 8, 1998.

» (V. This supplemental new drug application provides for a new indication for the preventlon of meal-
- induced heartburn at a dose of 75 mg taken 30 to 60 minutes prior to a meal.

We have completed the review of this supplemental new drug application, including the submitted
draft labeling, and have concluded that adequate information has been presented to demonstrate that
the drug product is safe and effective for use as recommended in the agreed upon labeling text that
was submitted on March 31, 1998. Accordingly, the supplemental new drug application is approved
effective on the date of this letter. -

The final printed labeling (FPL) must be identical to the submitted labeling dated March 31, 1998.
Marketing of the product with FPL that is not identical to the approved labeling text may render the
- product misbranded and an unapproved new drug.

- Please submit 20 copiesof the FPL as soon as it is available, in no case more than 30 days after it is
printed. Please individually mount ten of the copies on heavy-weight paper or similar material. For
administrative purposes, this submission should be designated "FINAL PRINTED LABELING" for
approved NDA 20-520/S-001. Approval of this submission by FDA is not required before the
labeling is used.

As stated in your letter dated June 8, 1998, you agreed to revise the labeling for this drug product
within 6 months or at the next printing, whichever comes first, as follows:

~ N

1. For consumer readability, the Tamper Resistant/Tamper Evident statement on the side panel
of the carton, the back of the package insert, and wherever the statement appears on the
~ labeling, will be changed from all upper case to upper and lower case to read: “Do not use if
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the individual blister unit is open or torn.”

2. Under the “Warnings” section on the back panel of the carton, an allergy wamning will be
added. We suggest the following: "Allergy Warning: Do not use if you are allergic to
Zantac (ranitidine hydrochloride) or other acid reducers." To avoid unintentional over-
medicating by consumers, the following warning will be added: “Do Not Use with other
acid reducers." In accordance with the new labeling format for OTC drug products under
“Do Not Use”, these statements will be bulleted warnings. Also, you are considering
incorporating these warnings in the package insert..

3. The “Uses” section will be revised to denote “heartburn” as the primary symptom, with
the other symptoms as secondary symptoms. The “Uses” section will read: "For relief of
heartburn associated with acid indigestion and sour stomach," and "For prevention of

- heartburn associated with acid indigestion and sour stomach brought on by certain food
- and beverages."

- 4. The “pregnancy-nursing warning” on the back panel of carton will be revised to come right
- before the “Keep out of reach. . .” warning statement.

5. The phrase “30 to 60 minutes before eating a meal you expect to cause symptoms” under
“Directions.” is bolded. To be consistent with other acid reducer products, in the prevention
phrase under the “Directions” section on the back panel of the carton and on the front of the
package insert, only the word/phrase: “prevention” and “30 to 60 minutes before” will be

- bolded. This “Directions” statement, therefore, will appear as “To prevent symptoms,
swallow 1 tablet with a glass of water 30 to 60 minutes before eating food or drinking
- beverages that cause heartburn.” »

6. For consistency with other acid reducer drug products, under the “For relief of’ and the “For
the Prevention of” “Directions”, the phrase “a glass of” will be inserted between the words
~ “with” and “water” to read: “swallow 1 tablet with a glass of water.” We believe that the use
of a “glass™ of water is appropriate to increase the likelihood that an adequate volume of fluid
is ingested to ensure proper esophageal transit, disintegration and dissolution of the
medication. )

7. In the prevention phrase under “Directions” on the back panel of the carton and on the front
of the package insert under “ How should I take Zantac 757" the phrase “brought on by
consuming food and beverages” is not needed afid will be deleted. This information is in the

Q “Uses” section.

(

8. The "Tips for Managing Heartburn” section should be revised to be consistent with other drug
products of this class.
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Tips for Managing Heartburn

® Do not lie flat or bend over soon after eating

® Do not eat late at night, or just before bedtime

® Certain foods or drinks are more likely to cause heartburn, such as, rich, spicy, fatty,
and fried foods, chocolate, caffeine, alcohol, even some fruits and vegetables

e Eat slowly and do not eat big meals B

e If you are overweight, lose weight

e If you smoke, quit smoking

® Raise the head of your bed

® Wear loose fitting clothing around your stomach

These “Tips” above preferably should be included in the carton label; however, if space is
at a premium, they may be included in the package insert.

- In addition to the revisions specified above, we suggest that you revise the labeling, at your

- earliest convenience, so that it is in compliance with the February 27, 1997, Proposed Labeling
Requirements for OTC Drug Products. For example, the labeling information headings are
presented with the first letter of the heading in upper case. followed by lower case letters and in
the following specific order. Active Ingredient(s), purpose(s), Use(s), Warning(s),
Direction(s), Other Information and Inactive Ingredients. No other information should
precede the “Active Ingredient(s)” section. Please note that the Proposed Labeling
Requirements for OTC Drug Products is subject to change pending publication of the final rule.
Should additional information relating to the safety and effectiveness of the drug become

- available, revision of the labeling may be required.

—_ Please submit four copies of the introductory promotional material that you propose to use for
- this product. All proposed materials should be submitted in draft or mock-up form, not final print.
Please submit one copy to the Division of Over-the-Counter Drug Products, one copy to the
Division of Gastrointestinal and Coagulation Drug Products, and two copies of both the
- promotional material and the package insert directly to:
- Food and Drug Administration
Division of Drug Marketing, Advertising and Commumcatlons
HFD-40
- 5600 Fishers Lane
Rockville, Maryland 20857

Should a letter commiunicating important information about this drug product (i.e., a “Dear
Doctor” letter) be issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2

FDA

L~ /”\ ik

5600 Fishers Lane, Rockville, MD 20852-9787
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Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, please contact Albert Rothschlld, at (301) 827-2222. °

Sincerely yours,

e A

Lilia Talarico, M.D. " DebraL.Bowen,MD. ©7577V
- Director Director
- Division of Gastrointestinal and Division of Over-the-Counter Drug Products
— Coagulation Drug Products Office of Drug Evaluation V
- Office of Drug Evaluation III Center for Drug Evaluation and Research

Center for Drug Evaluation and Research
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What is
Zantac75

EFFERdose?

What symptoms
does Zantac75
EFFERdose treat?

How should | toke
Zantac75
EFFERdose?

How does
Zantac?5
EFFERdose work?

Tips for
managing
heartburn

What you should know about
— e :

ZANTAC |-

e 75
(Please tesd al of ths information before taking Zantac 75 83.6mm

EFFERdose. Save this teaflet for future reference.)

o 2anta¢ 75 EFFERdose b an effervescent ablet containing 75 mg of
ranitidine {as rantidine hydrochionde, 84 mg), s medicme
that doctots have prescrived moee than MmBntmes workwide. | - - - == | T~ =7
One EFFERdose tablet dissoives In water Imto a clear figuid.

« Prescription strength Zamtac has an excellent safety record and
the active ingredient in Zantac 75 TFFERdose has been taken
sately with many frequently prescribed medications. -

« Zantac 75 EFFERdose is sugar free.

« Lantac 75 EFFERdose is an aternate cholce for pecple who
prefer 3 liquid medication, but enjoy the tonvenience of
traveling with 2 Tablet. b

Zanta 75 EFFERdose refieves and
prevents heartbum, acd
mdigestion and sout stomach.

Cerain foods ané orinks, and
even lying down to sheep, OOn
cause heartbum, adid indigestion
of sour stomach. It Is normal for
the stomach to produce 3cid,
especially after consuming food
and beverages. However, acid in
the wrong place, Such as the
esuphagus, or tao much acld, @n Gause burning pain and discomfont.

Adultsand chlidren 12 years of age and older. Dissotve 1 EFFERdose
1abiet completely in 3 full glass of water. (Do not swallow or chew the
tabiet. Do nat store the soiution for future use.) :
» For refief of heartburn, acié indigestion and sour stomach, drink |
theemtvesmount ofsolwtien. | T T~ =
* For prevention of symptoms brought on by consuming food and
beverages, drink the entire amount of solution 3010 60 minutes
before eating » meal you expect to Guse SyMptoms.
This medication can be used Up 1o twice daily (2 tablets 1n 3 34-hour
period). This product should nat be given to children under 12yes
oid uniess directed by 3 doctor.
Zantac 75 EFFERdose reduces the production of stomach aGE. This is
what makes Zantac 75 EFFERGose different from antacids, which
neutralize the acid already in your Stomach. Antacids 6o not reduce
the produdion of acid.

« Do not e flat or bend over soon after eating.
« Do not €at late at night, or just before bedtime.

« Avold foods or drinks that are more Nikely to Guse heartburn, ! 4
such as fich, spiey, tatty. and fried foods, hoolate, caffeine, ! &=
akohol, and even some fruks and vegetables. S

. Gslowyanddonctenbgmeak. 2

-

* 1 you ate overweight, Icse weight.
o If you smoke, 5top or ot down smoking.

« Raise the head of your bed. f'-'
o Avoid weating tight dething around your stomadh.

Zo-~ 7#:/5”/
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Clinical studies In dlinical studies using Zantac 7Smg Tablets L
prove Zantac75 (of which Zantac 75 EFFERdose is equivaient) —_—
is effective in Zantac 7S was significantly better than piacebo
relieving... pills in relieving and preventing heortburn.
Percent of Heortburn Eplsodes ReNeved
Stedy A Seady B

Lt 73

2antxc 13
¥ Placebo
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...and
:'ev’:gﬂ”g Percent of Patients with Pravestion e¢
eartourn Ruduction of Neartburn Symploens
Study C Study O
Bocs Tama 75
= Placebs = Tacabe l
i ¥ l
g g
3 )]
¥ *®
ks 60 mbwter before it [T r—r————.
. When should! » Many people do et heartbum, &I indigestion and sour
see adoctor? stornach. However, ¥ you have abdominai pain that wor't go
away, or you have trauble swallowing, consult your dactor !
promptly. You may have 3 serious condition that may needa ‘
different treatment.
« AsWith any drug. If you are preghant of nursing a baby, seek the
advice of 3 health professional before using this product. ) A P P E A
o In case of accidental overdose, seek professional assistance of . R S T H i S WAY
cortact a Potson Control Centel immediately. _ ON ORI GINAL
What other things « Do not take Zantac 75 EFFERG0se more than two times per 62y
should | be (maximum dalty dosage) for more than 14 days in a row '
concerned about? (2 weeks) unless your doctor teils you to do 0.

» Keep this and all drugs out of the reach of chikdren.

o Do not yse this product If you are on 3 sodivm-restricted diet
unless directed by a doctor,

+ Phenyketonutics: Contains Phepylalanine $.4 mg
Pet Yablet

1F YOU HAVE ANY QUESTIONS ABOUT ZANTAC 75 EFFERDOSE,
CALL US YOLL FREE AT 1-800-223-0182 WEEKDAYS BETWEEN
9:00 3m AND 5:00 pm EST, OR WRITE US AT:

CONSUMER AFFAIRS

WARNER-LAMBERT CONSUMER HEALTHCARE
142 TABOR ROAD

MORRTS PLAINS, NJ 07950

Lt b o rrygetered P00t of the Gl Wellcome grow of compenics

DO NOT USE IF THE INDIVIDUAL FOIL POCKEY IS OPENOR TORN.
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
MEDICAL OFFICER’S CONSULT REVIEW

NDA: 20-745 (SE1)(001) JUN -1 1998
Sponsor: GlaxoWelicome, Inc.
Drug name: Zantac (ranitidine hydrochloride) 7SEFFERdose Tablets
for Over-the-Counter Use -
Date submitted: May 12, 1998
Date received: May 13, 1998-
Date received by Medical Officer- May 21, 1998 JUN & 18

Review completed: May 28, 1998 CS/F-)

Reviewer: ' Kathy M. Robie-Suh, M.D., Ph.D.

Zantac 75 EFFERdose Tablets was approved on February 26, 1998, based on demonstration

of bioequivalence to Zantac 75 Tablets, for treatment of heartburn, acid indigestion and sour
stomach.

On November 5, 1997 the sponsor was issued an approvable letter for Zantac 75-Tablets for
prevention of heartburn (on the basis of clinical efficacy studies). The sponsor states that final
labeling revisions for that indication are currently under review.

The current submission is a supplemental application containing revised draft labeling and
Proposing “revision of the Zantac 75 EFFERdose labeling to be identical in content (in terms of
the prevention indication) to the labeling currently undergoing final review for Zantac 75
Tablets.” The sponsor indicates that this would ensure consistency in labeling across line

extensions. | have reviewed this submission only with regard to the requested revision of the
the indications.

Reviewer's Comments and Discussion: .

Because Zantac EFFERdose was approved on the basis of establishing bioequivalence to
Zantac 75, the indications for both products should be the same and the labeling for the two
products should be identical, except for information having to do with the dosage form.
Accordingly, when and if Zantac 75 is approved for prevention of heartbumn. this indication also
should be reflected in the Zantac EFFERdose labeling.

ranitidine, there still may be some minor difference in the effect of the two products on gastric
PH because of the bicarbonate content of the effervescent (EFFERdose) formulation. As
described in my review of this NDA dated March 7, 1997 (pages 2 and 3), the sodium

3

8




-

bicarbonate in the effervescent formulation contributes about 1.6mEq acid neutralizing
capacity (ANC) per dose, which is well under the SmEq ANC stipulated for including a product
in the antacid OTC monograph.

In a pharmacodynamic study designed to compare the effect of 300mg of the Zantac
EFFERdose 150mg formulation (6.4mEq ANC,; [6.4-8.2mEq, based on the abstract submitted
by the sponsor]) with that of 300mg of Zantac tablet formulation on gastric pH, it was found
that over a 23 hour period there was no significant difference in gastric pH or gastric acid
content. However, there was in the first hour after dosing a significantly higher gastric pH
following Zantac EFFERdose than following Zantac Tablets (mean median pH of 2.39 with the
effervescent formulation as compared to 1.25 for the standard tablet). No similar study has
been done with Zantac 75 EFFERdose. In studies where intragastric pH is has been used as
a predictor or correlate of effectiveness of therapies in treating acid-related disorders, a gastric
PH of 4 or above has been the usual target. On the basis of this information, | would expect
any antacid contribution of sodium bicarbonate to the efficacy of Zantac 75 EFFERdose for the
treatment of heartburn to be minimal. Thus, the effectiveness claims for Zantac 75
EFFERdose should be identical to those for Zantac 75,

Conclusions and‘Recommendations:
The indications for Zantac EFFERdose should be identical to those for Zantac 75 and the

labeling for the two products should be the same except for information related to the dosage
- form. '

: | s

v
/

S

/
R s . | s/ /
KathyU:zébie-Suh. M.D., PR.D, Y4

CcC.
NDA 20-745 A
HFD-180 &, 4
HFD-180/LTalarico /3}‘ /

- HFD-180/KRobie-Suh '
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Pediatric Page Printout for ALBERT ROTHSCHILD | Page 1 of |

/ « | PEDIATRIC PAGE

(Complete for all original application and all eflicacy supplements)

NDA/B 20745 Trade Name: ZANTAC 75 EFFERDOSE TABS
Number:

Supplement |, - eric Name: RANITIDINE HCL

Number: -

Supplement . _
Type: SE1  Dosage Form: .

Regulatory PN Proposed Prevention of heartburn, acid indigestion, and sour
Action: = Indication: stomach (30-60 minutes prior to meal)

IS THERE PEDIATRIC CONTENT IN THIS SUBMISSION? NO

What are the INTENDED Pediatric Age Groups for this submission?

- NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) _X Adolescents (13-16 Years)

- Label Status -
Formulation Status

K
Studies Needed
Study Status ] -
Arc there any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO
COMMENTS:
— Label states that product should not be given to children under 12 unless directed by a doctor. 02/224/99)

i
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EXCLUSIVITY SUMMARY FOR NDA #20-745 SUPPL #S-001
) 4'I"rade Naxﬂ'e:_-»-'lZa'mac ~ == Geaeric Name'~ - Ranitidne = -
. Applicant Name: GiaxoWellcom, Inc HFD # 560
1 Approval Date If Known : March , 1999

~
»

PART IS AN EXCLUSIVITY DETERM]NATION NEEDED? '

1. An exclusivity determination will be made for all original applications, but only for certain
supplements. Complete PARTS II and II of this Exclusivity Summary only if you answer “yes" to one
or more of the following question about the submission. =

" a) Isit an original NDA?
YES /__/ NO/ X/

b) Is it an effectiveness supplement?
YES /X/ NO/. '/
_Ifyes, what«type? (SEI, SE2, etc.) - _SE1

c).-Did it require the review of clinical data other than to shpport a safety claim or change in
P labeling related to safety? (If it required review only of bioavailability or bioequivalence data,
answer "no.") :

YES/__/ NO/X_/

If your answer is "no” because you believe the study is a bioavailability study and, therefore, not

eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons for

disagreeing with any arguments made by the applicant that the study was not simply a
- bioavailability study. : T

BN
Y

. |

Ifit is a supplement g the review of clinical data but it is not an eﬂ'ectivenés supplement,
describe the change or claim that is supported by the clinical data: -

e

T

P  Form OGD-011347 Revised 10/13/98
. cc: Original NDA Divisiqn Filer HFD-93 Mary Ann Holovac

RS .
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d) Did the applicant request exclusivity?
YES/__/ NO/X_/

If the answer to (d) is "yes,” how many years of exclusivity did the applicant request?

e) Has pediatric exclusivity been granted for this Active Moiety? NO

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and.
dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches should be
answered NO-please indicate as such)

YES/_/ NO/_ |/

If yes, NDA # . Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8. '

3. Isthis dn;g product or indication a DESI upgrade?

YES/_/ NO/_/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES.

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product. A

Has FDA previously approved under section 505 of the Act any drug product containing the same active
moiety as the drug under consideration? Answer "yes" if the active moiety (including other esterified
forms, salts, complexes, chelates or clathrates) has been previously approved, but this particular form
of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has not been
approved. Answer "ro" if the compound requires metabolic conversion (other thafrdeesterification of
an esterified form of the drug) to produce an already approved active moiety.
YES/_/ NO/ /

Page 2
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#(s).
NDA#

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section SO5 containing any one of the active moieties in the drug product?
If, for example, the combination contains one never-before-approved active moiety and one previously
approved active moiety, answer "yes." (An active moiety that is marketed under an OTC monograph,
but that was never approved under an NDA, is considered not previously approved.)

YES/__/ NO/__/

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s). i

~

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART IIL. -

PART Il THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application and
conducted or sponsored by the applicant.” This section should be completed only if the answer to PART
II, Question 1 or 2 was "yes."

To— - -

Page 3

If "yes," ideniify the approved drug product(s) containing the active moiety, and, if known, the NDA =~




A e NN
’

4

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If the
application contains clinical investigations only by virtue of a right of reference to clinical investigations
in another application, answer "yes," then skip to question 3(a). If the answer to 3(a) is "yes" for any
investigation referred to in another application, do not complete remainder of summary for that
investigation.

YES /__/ NO/__/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval” if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential
to the approval if 1) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (i.e., information other than clinical trials, such as bioavailability
data, would be sufficient to provide a basis for approval as an ANDA or 505(b)(2) application because
of what is already known about a previously approved product), or 2) there are published reports of
studies (other than those conducted or sponsored by the applicant) or other publicly available data that
independently would have been sufficient to support approval of the application, without reference to
the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted by
the applicant or available from some other source, including the published literature) necessary
to support approval of the application or supplement?
YES/ __/ NO/ /

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness of
this drug product and a statement that the publicly available data would not independently
support approval of the application? k

- YES /__/ NO/ /

U
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(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree with'
the applicant's conclusion? If not applicable, answer NO. o :

YES/_/ NO/_/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that ceuld independently
demonstrate the safety and effectiveness of this drug product?

YES/_/ NO/__/

If yes, explain:

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability studies
for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved application. )

Y
3
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a) For each investigation identified as "essential to the approval,”" has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug product?
(If the investigation was relied on only to support the safety of a previously approved drug,
answer "no.")

Investigation #1 YES/__/ NO/__/

Investigation #2 YES/__/ NO/__/

If you have answered "yes” for one or more investigations, identify each such investigation and
the NDA in which each was relied upon: .

b) For each investigation identified as "essential to the approval”, does the investigation duplicate
the results of another investigation that was relied on by the agency to support the effectiveness
of a previously approved drug product?

Investigation #1 YES/ _/ NO/__/

Investigation #2 YES/__/ NO/__/

If you have answered "yes" for one or more investigation, identify the NDA in which a similar
investigation was relied on:

-

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application or
supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any that
are not "new"): \




)

4. To be eligible for exclusivity, a riew investigation that is essential to approval must also have been:*:
conducted or sponsored by the applicant. An investigation was "conducted or sponsored by" the.
applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of the
IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor in
interest) provided substantial support for the study. Ordinarily, substantial support will mean providing
50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was carried
out under an IND, was the applicant identified on the FDA 1571 as the sponsor?
Investigation #1 !
IND # YES /__/ ! NO/__/ Explain:
1 -

Investigation #2 !
!

IND # YES/__/ | NO/_ / Explin:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in interest
provided substantial support for the study? B
Investigation #1 ! )

. !

YES /__/Explain | NO/__/ Explain
!

Investigation #2 !

YES/__/Explain | NO/__/ Explain

— —
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(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that the
applicant should not be credited with having "conducted or sponsored” the study? (Purchased
studies may not be used as the basis for exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant may be considered to have sponsored or
conducted the studies sponsored or conducted by its predecessor in interest.)

YES/_ -/ NO/_/
If yes, explain:
(/5]
Az
Signature . Bat
Title: ,
§ l 3 } 22 /qq
Signature of Office/ Date
Division Director -
cc: Original NDA Division File = HFD-93 Mary Ann Holovac

'l
5
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GlaxoWellcome DESK—"Rbthschi

May 12, 1998

Deborah L. Bowen, M.D., Director
Division of Over the Counter Drug Products
Center for Drug Evaluation and Research
HFD-560, Room S205

Food and Drug Administration

Corporate 2

9201 Corporate Blvd.

Rockville; MD 20850

Re: NDA 20-745; Zantac® (ranitidine hydrochloride) 75 EFFERdose® Tablets for Over-the-
Counter Use
Supplemental Application: Labeling

Dear Dr. Bowen:

Reference is made to the New Drug Application identified above, which was approved on
February 26, 1997. Please also refer to NDA 20-520, S-001 for Zantac 75 Tablets.
Supplement 001, submitted on November 5, 1996, provides for the use of Zantac 75 for
the prevention of meal-induced heartburn. An approvable letter for this supplement was
issued on November 5, 1997, and final labeling revisions are currently under review.

Because Zantac 75 EFFERdose Tablets are bioequivalent to Zantac 75 Tablets, we would
like to gain approval to include the prevention labeling on the EFFERdose label upon
approval of NDA 20-520, S-001. To this end, we are submitting a supplemental
application to revise the Zantac 75 EFFERdose labeling to be identical in content (in
terms of the prevention indication) to the labeling currently undergoing final review for
Zantac 75 Tablets. This will ensure consistency in labeling across line extensions.

In addition, the approval letter for Zantac 75 EFFERdose tablets requested revisions to
the draft labeling (these revisions were previously agreed between representatives of the

Agency and Glaxo Wellcome). We have incorporated these revisions into the enclosed
draft labeling. -

For your convenience, the revisions to the Zantac 75 EFFERdose labeling are outlined
below. i

Glaxo Wellcome Inc.

Five Moore Drive Telephone

PO Box 13398 - 919 248 2100
Research Triangle Park

North Carolina 27709




Deborah L. Bowen, M.D.
May 12, 1998
Page 2

Revisions Requested in February 26, 1998 Approval Letter

T e —,

e Delete the wo /ﬁ'om the second sentence of the first bullet statement on

the front of the package insert.
J chvise the di.reﬁons to state{ ' ’\
_ )
o Addasectiontitied Awith the following bullet
- statements to the package insert: b
]
- /
- !
/

o

Revisions Based on NDA 20-520, S-001

Package Insert:
'_ e Under “What symptoms does Zantac 75 EFFERdose treat?”, added the following
underhned text: o ] 0
) e Under “How should I take Zantac 75 EFFERdose?”, added the following as a bullet
pomt & - p

. |
‘—\
I

e Added a sidebar tn]ed£ ,Lvhsch includes a graphical
representation of the clinical study data forming the basis of the prevention indication.




. |

Deborah L. Bowen, M.D.
May 12, 1998
Page 3

Carton Label:

¢ On the front of the carton, added the following underlined tex:}r )

/ S / / e

e Under “Uses”. added a second bullet pointy T )
e ‘ T —
. Under “Directions”, added the followmg as a bullet point} - 7 .

In a May 5, 1998 telephone conversation between Ms. Sara Armentrout of Glaxo
Wellcome and Mr. Al Rothschild of DODP, a tentative agreement was reached that this
supplement could be submitted in advance of approval of NDA 20-510, S-001, with the
intention of concurrent final review of both applications. Following a facsimile
transmission of this request from Glaxo Wellcome, and a subsequent telephone
conversation w1th the Agency on May 7, 1998, it was agreed that this submission could
proceed.

Four copies of the draft labeling (full-color mechanicals) are included with this
submission. In addition, a complete copy of this submission is being prowded directly to
Mr. Rothschild as a Desk Copy. "

We appreciate your willingness to expeditiousfy receive and review this supplemental
application in order to ensure consistency of labeling between our two Zantac 75 line
extensions. Please contact Sara Armentrout, Associate Director, OTC Regulatory Affairs
at (919) 483-5140 if you have any questions regarding this submission or require
additional information. -

Sincerely,

Torar A, Y oreln,

Thomas A. Gerding
Director, Regulatory Affai
International OTC Development

-




Warner-Lambert Company Judith M Sllls, Pharm.D.

170 Tabor Road Senior Director

Morris Plains. New Jersey 07950 US. Regulatory Aftairs and Gioba! Product Safety
_ 973 540-5331 Consumer Healthcare Research & Deveiopment _
{ Fax: 973 540-4300 -

E-Mail: judi.sills@wi.com

LAMBERT

March 35,1999 -

Debra Bowen, M.D., Director
Division of Over the Counter Drug Products
Center for Drug Evaluation and Research
HFD-560, Room S205
Food and Drug Administration
Corporate 2 _
i 9201 Corporate Blvd.
- Rockville, MD 20850

RE: NDA 20-745/S-001; ZANTAC® (ranitidine hydrochloride) 75 EFFERdose®
Tablets for Over-the—Counter use. i

Dear Dr. Bowen:

Reference is made to our approved New Drug Application for Zantac® (ranitidine
: hydrochloride) 75 EFFERdose® Tablets for Over-the-Counter use, NDA 20-745 and to
- our pending supplemental application for the prevemtion of meal-induced heartburn,
S-001, submitted on May 12, 1998.

- In a March 1, 1999 telephone conversation between Ms. Martha Propsner of Wamner-
Lambert and Mr. Al Rothschild of the Division, followed by a telefax correspondence
from the Division, Mr. Rothschild requested that Warner-Lambert provide a written
commitment to make the following labeling revisions before the product is marketed with
the new indication:

e Under the “Warnings” section of all labeling, add the fol]omnz_s:atcmcnt,ai
the first bulleted warning:{ , /

o e S

e Underthe “Warnmos section of all labeling, add the following, additional
bulleted wammg;

ik




NDA 20-745/5-001 2 March 3, 1999

This letter constitutes our written commitment to make the above labeling revisions
before ZANTAC® (ranitidine hydrochloride) 75 EFFERdose® Tablets for Over-the-
Counter use is marketed with the prevention of meal-induced heartburn indication.

A copy of this letter is being transmitted via telefax directly to Mr. Rothschild. Please
feel free to comtact the undersigned at (973) 540-5331 if there are amy questions
concerning this submission. -

Please be advised that certain information contained in this submission is confidential and
should, therefore, be exempt from disclosure under the Freedom of Information Act or
otherwise. I request that you notify the undersigned not less than three business days
prior to any contemplated disclosures of any or all of this material by FDA-

Sincerely,

&ZL@/‘M ¥ MAW wﬁ!‘b

Judith M. Sills, Pharm. D.
Senior Director '
US Regulatory Affairs and
Global Product Safety

APPEARS THIS WAY
ON ORIGINAL
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Division of OTC Drug Products
Labeling Review

NDA No. 20-745/SE1-001 )

TYPE OF SUBMISSION: Supplemental Application: New Labeling Indication for the
Prevention of Meal-induced Heartburn and Labeling
Revisions in Response to FDA Approval Letter

SPONSOR: GlaxoWelicome, Inc.

DRUG PRODUCT: Zantac 75 EFFERdose® Tablets

INDICATIONS: For the relief of heartbum, acid indigestion and sour
stomach

For the prevention of heartburn, acid indigestian and sour
stomach brought on by consuming food and beverages

ACTIVE INGREDIENT: Ranitidine 75 mg per effervescent tablet
SUBMISSION DATE: May 12, 1998

REVIEWER: Gloria Chang

REVIEW DATE: 1/4/99

PROJECT MANAGER: Al Rothschild

Backgr'aund:

NDA 20-745 for Zantac 75 EFFERdose tablets (effervescent tablet dosage form) was
approved for OTC use on February 26, 1998 for the relief of heartburn, acid indigestion
and sour stomach (Attachment 1). GlaxoWellcome submitted this supplemental
application (Attachment 2) to revise the Zantac 75 Efferdose® tablet labeling to include
the indication for the prevention of meal-induced heartburn to be consistent with the
approved indications for Zantac 75 tablets (NDA 20-520/S-001). This submission also

includes the requested labeling revisions in the Agency'’s approval letter of February 26,

1998. ‘

A. Reviewer's comments on changes made in response to the Febru%ry 26, 1998
approval letter

1. On the front of the package insert, first bullet second sentence, in the section
“What is Zantac 75 EFFERdose?", the word_ ~——.~Was deleted and the

sentence now reads| )
This change is acceptable. -

2. The Directions were revised to state{ )
C , __JThis change is acceptable at this fifmie.

3. The section] ™ _lwas added to the package
insert. The bulléted statements should be revised to reflect the latest revisions
as follows:

27 O,

2ffq

&




NDA 20-745/SE1-001 Page 2

| e

a) The th_il;q»bullet shquld be changed to read: |

b) The sixth bullet should be changed to read-
X , ,

c) The eighth bullet should be changed to read: N
" T !

B. Reviewer's comments on labeling changes subsequent to the February 26,
1998 approval letter and other comments .

. Carton (Front Panel). The text was revised to read: “One EFFERdose Tablet
Relieves & Prevents:” This is acceptable.

2. Carton (Back Panel).
_ ) a. Uses Section ~
- 7 -~ (i) A second bullet was added to read; '

J

Z | _ | JFor consistency with offier acid
- - reducers, the bolding of the words| eeds to

be removed and the sponsor_needs to use lower case for

_ ("f D T T T Kinboth the. )
< .. Jandthel

(i) The sponsor should consider revising the text and format in the
Uses and Directions section to reflect the proposed draft
prototype label (Attachment 3). We also suggest that the sponsor
consider the labeling headings and subheadings format and use of
upper and lower case letters as proposed in the February 27, 1997
- Proposed Labeling Requirements for OTC Drug Products (62 FR
9024).

KRl

(iii) For consistency with other acid reducers and the draft
prototype label, the word ™ jshould be replaced with

" and theword L]gh__quld be added to this
_Clause as follows; ' 3

'

(iv) The Uses section should be revised to denotef " Jas
-—the primary symptom, with the other symptoms as seeondary
symptomstoread:/ _ o )

4

. : ' —-. - —_——— N y a
| - T

(’ —— B i?’f.iiii'i-’?i;/
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NDA 20-745/SE1-001 Page 3
b. Directions section
(i) Change the phrase- e
_ toread = ___respectively and bold
oqu theterms e o
(i) Replace the term  withtheterm  in both the

.. directions to be consistent with the first
bulleted statement in the package insert (consumer information
leaflet) (front panel) that states “One EFFERdose tablet dissolves

in water into a clear liquid.”

(ili) To ensure that the consumer understands that the entire

amount of the “liquid” needs to be taken shortly after dissolution,
revise the phrase " " * = h - T
__directionstoread =~

-

- - (v) Delete thephrase.
- _ __This phrase is redundant and unnecessary since it is
stated in the Uses section. ‘

(v) Although not stated in the 2/26/98 approval letter for the
EFFERdose tablets, we believe that for consumer safety, the
phrase.  should be bolded and listed
as the first bulleted statement under Directions.

(Vi) In adding the prevention directions to the labeling, the sponsor
has used a combination of labeling approved in NDA 20-520/S-001
(Zantac 75 tablets) and NDA 20-745 (Zantac 75 EFFERdose). We
believe that the sponsor's directions should be simplified and made
clearer to consumers. Based on the above, and for consistency
with other acid reducers and the labeling format of Zantac 75
tablets, we recommend that the first three bulleted statements in
the Directions section be replaced with the following three revised
" bulleted statements.




NDA20-745/SE1-001  ____  paeq

.

c. Warnings section -/ \

() The sponsorneedstoadg
X T { as the first bulleted
__waming statement. The warning/

'—____Jalso needs to be added (Ses Attachment 3.) These

wamings should also be added to the package insert>

(if) Move the pregnancy waming to come right before the “Keep
out of reach of children” warming.

3. Carton (Side Panel)
a. Tamper Resistant/Tamper Evident statement:

B (i) Because the individual foil pockets are labeled as'_\z?f ~_§the
- term| | should be changed ta ?

- ‘ (i) For consumer readability, the Tamper Resistant/T. amper

- ~ Evident stateme ds to be in upper and lower case letters to
- . read: _____JThis

o : change is applicable wherever the Tamper Resistant/'T amper
1 Evident statement appears on the labeling. B

b. Storage Statement
(i) For consistency with the Office of New Drug Chemistry (ONDC)
_ recommendations, the storage temperature should be changed to
— g

read\ o

4

- ] Atthistime, we are allowing the statement!
- ! - . _for pouches or blister-type pa%ké."’FB’r
consistency with the prototype draft label and the February 27,
1997 proposed rule, the. /heading in the storage
statement should be deleted. Also, the storage statement should

be moved to the back panel of lbﬂcanonu:dwg
- ]

I

Information sectiontoread| == - .,
“ 5 ___ [These storage
- statement changes are applicable wherever the statement appears
in the labeling. .
-~ 4. Packageinsert (Consumer Informatian Leaflet) -

a. Front Panel
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NDA 20-745/SE1-001

i

“and not consumer friendly. Itis the 150 to 300 mg strength of
ranitidine that was prescribed, not the OTC 75 mg strength. Thus,
the statement needs to be revised to read:;——

(ii) The sponsor needs to revise the titled sectiqr{

N

/

Zantac 75 EFFERdose relieve and prevent?”_Under this section,

the following text was revised to read:/

e
_______iTo be consistent with the Uses section, we'suggest that
he statement be revisedtoreagd =~~~ a

(i) In the section titled “How should | take Zantac 75
- EFFERdose?” The relief and prevention directions should be
revised as stated in the reviewer's comments under B.2.b.vi above.

(iv) The “READ THE LABEL" section on the back panel of carton
advises consumers to read the
Note that whether the term “co

mer information leafiet” or
“package insert” is used, the same term should be used

“consistently throughout the labeling. The sponsor should consider
including the title “Consumer Information Leaflet” on the front panel

of the package insert labeling to make it easier for the consumer to
identify the leaflet.

b. Back Panel
(i) The sponsor has revised the side bar section title to reflect the
prevention indicationtoread =~ 000 )
4 yThis is

_acceptable. To increase consumer's understanding of this section,
the sponsor needs to revise the titie over the graphical clinical

) _studies section that reads] o o
k_%, ,,,,,,,,,,,,,,,,,, e .
}* - Rkﬂfé read) ~—
o )
f




NDA 20-745/SE1-001 Page 6

(i) In the graphical section titled “Percent of Patients with

Prevention or Reduction of Heartburn Symptoms,” the sponsor
needs to change the term_ In the statements under

lhe prevention graphs. The statements shouldread/ |

B o —

)
(iii) In the section titied “What other things should | be concemed
~about?” the first builet that reads ‘

[ S
|
i

)
/ B

‘heeds to be revised, For consistency with the
~ prototype dratt label and for consumer readabiity, the statement

shouldread” =~~~ = == L —
. ] -
- . (iv) For consumer readability, the Tamper Resistant/Tamper

Evident statement needs to be in upper and lower case letters and

~revisedtoread:| T T
ety i ————

AGENCY RECOMMENDATIONS

I. The following modifications need to be made in order for this NDA
supplement to be approved.

1. Under the Warnings section add the following waming as the first bulleted _
“waming; ' S

)
'/ Also add the waming, | J(See

.
“Attachment 3.) These wamings should also be added to the package insert
(consumer information leafiet).

Il. The following labeling changes need to be made within 180 days or at
the next printing, whichever comes first.

1. Under the Uses section of the carton back panel, remove the bgjding of the

words. from the” .
(Pulleted statements, respectively. Also, use lower case for
i o - ' in both the| /
1 / :

—
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NDA 20-745/SE1-001 ‘ Page 7

2. Under the Uses section, revise the bulleted statements to denote “heartburn”
as the primary symptom, with the other symptoms as secondary symptoms. The
revised statements to read as follows: | ~ —'_Lf—\

AW

(b) delete the phrase] T 7 (See

Attachment 3.) (c) replace the termy _  d)To
ensure that the consumer understands that the entire amount of the “liquid”

/

—

Thatthe phrasg” _be bolded and that the statement
be moved as the first bulleted statement. (f) Based on the above, and for
consistency with other acid reducers and the labeling format of Zantac 75
tablets, replace the first three bulleted statements of the Directions section and
the two bulleted statements in the section of the front panel of the package insert
titled “How should | take Zantac 75 EFFERdose?” with the following three
revised bulleted statements: :

\ | ;'
|

|

|
|
!
|
j

/
/
S S /

—_ N —=t

4. Under the Warnings section, move the pregnancy wa‘ming to come right
before the “Keep out of reach of children” waming.

S. In the Tamper Resistant/Tamper Evident statement on the carton and

paCkage insert replace thg_tg% S Q\ ?p_d use upper and lower
case letters to read}” s AP SR

/

- -
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NDA 20-745/SE1-001 Page 8
6. To be consistent with the Office of New Drug Chemistry (ONDC
recommendations, change the storage statement to read“"—l__v /
" ______ _JAlso, delete the

heading “STORAGE:" and move the storage statemento the back panel of the

‘carton under the Other information section to rea o

—_— ~ ____________ (These storage
statement changes are applicable wherever the staterment appears in the
~ labeling. ‘

¢

-

7. In the front panel of the package insert (consumer information leaflet) titled:
_“What is Zantac 75 EFFERdose?” revise the bulleted statement that reads:

8. In the front panel of the package insert, revise the title heading
{to read|_ )
— For consistency with the Uses .

section, revise the text that reads’

i S 1, R

- v ),

9. In the paékage insert front panel under the bulleted section titted “Tips for
Managing Heartbum,” revise the bulleted statements to reflect the latest
revisions (see Attachment 3) as follows: -

a) The third bullet should be changed to read:

| - ] I
L .

b) The sixth bullet should be changed to read:
)

.
o R

¢) The eighth bullet should be cha@ﬁitamad;x,)
f YT

{

-




NDA 20-745/SE1-001 Page 9

10. In the package insert back panel, revise the title over the graphical ciinical

studies that reads )
i == S ,{c;if?‘.?,[,eidf?” T L .
\ : _{"Tnthe statements underthe '
~_prevention graphs, replace the word  /ith the word Jto read |

[ - e - vd

i . . /

11. In the section titled “What 6ther things should | be concemed about?” onjthe
_back panel of the package insert, revise the first bulleted statement that reads

\

)

) o —

ll. The sponsor should be advised of the following.

e

|
\'.\..
—

- 1. The sponsor should consider revising the text and format of the labeling to
reflect the proposed draft prototype label (Attachment 3). We also suggest that
the sponsor consider the labeling headings and subheadings and use of upper
and lower case letters as proposed in the February 27, 1997 Proposed Labeling
Requirements for OTC Drug Products (62 FR 9024). Note that in the proposal,
the heading “Warnings” precedes the“Directions.” The sponsor should be
aware that the proposed rulemaking and the prototype label are subject to
change pending the finalization of the proposed rule. '

2. The sponsor should consider including the title “Consumer Information
- Leaflet” on the front panel of the package insert labeling to make it easier for the
- consumer to identify the leaflet. Note that whether the term “consumer
information leaflet” or “package insert” is used, the same terms should be used
consistently throughout the labeling.

S s

.,I

“Glonia Chang, R.Ph. 4 ‘Helen Cothran, B.S.
Interdisciplinary Scientist, HFD-560 Team Leader, HFD-560

Y. T e VA —214/99

'Rosemarie Neuner, M.D., M.P.H. &:ﬁda M. Katz, M.D., M.FA. o
Medical Officer, HFD-560 Deputy Director, HFD-560

Attachments




