ADVERSE REACTIONS: The following have been reported as events in clinical trials or in the
routine management of patients treated with ranitidine. The relationship 1o therapy with raniti-
dine has besn unclear In many cases. Headache, sometimes severe, seems to be related to
administration of ranitidine.

Central Nervous System: Rarely, malaise, dizziness, somnolanca, msomma, and vertigo.

PRODUCT INFORMATION

RxOnly -
DESCRIPTION: Ranitidine hydrochloride is &
histamine H,-receptor antagonist. Chemically
it is  N[2-[[[5-{(dimethylamino)methyl]-2-

Rare cases of mental agitation, and have
been reported, predominantly in severely ill elderly patients. Rare cases of reversible blured furanyl] methyljthiojethyl]-N"-methyl-2-nitro-1, . WCKHAKD,
vision suggesnve of a change in accommodation have been reported. Rare reports of 1-sthenediamine, hydrochloride. The molecu-

y motor di have been received. lar fermula is C,3H,,N,0,8°HCI, representing
Cardiovascular: As with other H,-blocks rare reports of such as weight of 350.87.
bradycardia, alnnvenlncular block, and premature ventricular beats. Ranitidine HCl is a while to pale yellow,

ion, diarthea, 9, i in, and crystalline subsl@nce m'at is very soluble In

vare reports of pancrealms. A water. It has a slightly bitter taste and sulfur-
Hepatic: There have been reports of il ic, or mixed hepatitis, lie odor. The structural formula is:
with or without jaundide. In such ci should be i I inued. .
These events are usually but in rar death has occurred. Rare cases H RANITIDINE TABLETS, USP
of hepatic failure have also been reported. In normal volunteers, SGPT values were increased He 0: ! H + HCI 150 mg
1o at least twice the pretreatment fevels in 6 of 12 subjects receiving 100 mg qid. intra- XN /‘Q’\sf\/" :
venously for 7 days, and in 4 of 24 subjects ing 50 mg q.i.d. i for 5 days. '{ \W/ %NO RANlTlDlNE TABLETS, USP
Musculoskeletal: Rare reports of arthralgias and myalgias. CH, ¢ 300 mg
Hematologlic: Blood count changes ( ia, and CH, . Iss. 08/04
have eccurred in a few patients. These were, usually reversible. Rare cases of agranulocyto- 3 i

sis, pancy with marrow hypaopl and aplastic anemia and exceedingly

rare cases of acquired immune hemolytic anemia have been reported.

Endoctine: Controlled studies in anlmals and man have shown no snmu\ahon of any pllul(ary
b) itidine and no ic activity, and

and impotence In hyparsecrelory patients have resolved when ranitidine has been substituted.

However, cases of and loss of libido have been reported

in male patients did not differ from that in the general

population.

Integumentary: Rash, including rare cases of erythema multiforme. Rare cases of alopecia

and vasculitis. .

Other: Rare cases of

but the i

(e.g., fever, rash,
i edema, and small increases in serum creatinine.
OVERDOSAGE- There has been limited experience with overdosage. Reported acute inges-
tions of up 1o 18 g orally have been associated with transient adverse effects similar to those
encountered in normal clinical experience (see ADVERSE REACTIONS). In addition, abnor-
malities of gait and hypotension have been reported.

When overdosage occurs, the usual measures to remove unabsorbed material from the
gastrointestinal tract, clinical monitoring, and supportive therapy shouid be employed.

Studies in dogs receiving dosages of ranitidine in excess of 225 mg/kg per day have
shown muscular tremors, vomiting, and rapid resplraﬂon Single oral doses of 1,000 mg/kg in
mice and rats were nm lethal. Intravenous LD, values in mice and rats were 77 and 83 mg/kg,
respectively.

DOSAGE AND ADMINISTRATION:

Active Duodenal Ulcer: The current recommended adult oral dosage of ranitidine for duode-
nal ulcer is 150 mg twice daily. An altemative dosage of 300 mg ance daily after the evening
meal or at bedtime can be used for patients in whom dosing convenience is important. The

Each Ranitidine Tablet, USP 150 mg for oral administration contains 168 mg of ranitidine
hydrochloride equivalent to 150 mg of ranitidine. In addmon each tablet contains
the following inactive ingredients:
colloidal silicon dioxide, sodium, hyp ium stearate, microcrys-
talline cellulose, castor oil, titanium dioxide and talc,

Each Ranitidine Tablet, USP 300 mg for oral administration contains 336 mg of ranitidine
hydrochloride equivalent to 300 mg of ranitidine. In addition, each tablet contains the following
inactive ingredients:
colloidal silicon dioxide, sodium,
talline celiulose, castor oil, titanium dioxide and tale.

CLINICAL PHAHMACOLOGV. Ranitidine is a competitive, reversible inhibitor of the action of

stearate, microcrys-

including on the gastric cells. Ranitidine

does not Icrwer semm Cat+ii in ic states. F isnotan agent.
Pharmacokineties:

Absorption: Ranitidine is 50% after oral d to an intra-

venous (IV) Injection with mean peak levels of 440 to 545 ng/mL occurring 2 to 3 hours after
a 150 mg dose. Absorption is not slgnlfcantly impaired by the administration of food or
antacids. Propantheline slightly delays and increases peak blood levels of ranitidine, probably
by delaying gastric emptying and transit time. In one study, simultaneous administration of
high-potency antacid (150 mmul) in fasting subjects has been reported to decrease the
absorption of ranitidine.

Dlslrlbmlan The vulums of distribution is about 1.4 L/kg. Serum protein binding averages

%.

Metabolism: In humans, the N-oxide is the principal metabolite in the urine; however, this
amounts to < 4% of the dose. Other metabolites are the S-oxide (1%) and the desmethyl ran-
itidine (1%). The remainder of the administered dose is found In the stool. Studies in patients
wnh hepatlc Indlcate that there are mmor, bul clinically

in ine half-life,

of one regimen to.the other in a parti patient
have yet to be demonstrated (see Clinical Trials: Active Duodenal Ulcer) Smaller doses
have been shown to be equally effective in inhibiling gastric acid secretion in U.S. studies, and
several foreign trials have shown that 100 mg b.i.d. is ag effective as the 150 mg dose.
Antacid should be given as needed for relief of pain {(see CLINICAL PHAHMACOLOGV
Pharmacokinetics).
Maintenance ot Healing of Duodenal Ulcers: The current recommended adull oral dosage
is 150 mg at bedtime.

y C (such as Zollinger-Elllson syndrome): The cur-
rent rsoommended adult oral dossga is 150 mg twice a day. In some patients it may be nec-
essary to Administer Ranitidine 150 mg doses more frequently. Dosages should be adjusted
to individual patient needs, and should continue as long as clinically indicated. Dosages up to
6 g / day have been employed in patients with severe disease.

Benign Gastric Ulcer: The current recommended adult oral dosage is 150 mg twice a day.

Maintenance of Healing of Gastric Ulcers: The current recommended adult oral dosage is .

150 mg at bedtime.
GERD: The current recommended adult oral dosage is 150 mg twice a day.
Erosive The current adult oral dosage is 150 mg four times a

day. .
Malntenance of Healing of Eroslve Esophagitis: The current recommended .adult oral

i and

Excretion: The principal route of excretion is the urine, with appnmmately 30% of the
orally administered dose collected in the urine as unchanged drug in 24 hours. Renal clear-
ance is about 410 mL/min, indicating active tubular excretion. The efimination half-life is 2.5 to
3 hours. Four patients with clinically signil rana\ function i i
25 to 35 mL/min) 50 mg of raniti had an average plasma half-
Iife of 4.8 hour, -a ranitidine clearance of 29 mL/min, and a volume of distribution of 1.76 L/kg.
In general, these parameters appear to be allered in proportion to creatinine clearance {see
DOSAGE AND ADMINISTRATION).

Geriatrics: The plasma half-life is prolonged and total clearance is reduced in the elderly
population due to a decrease in renal function. The elimination half-life is 3 to 4 hours. Peak
levels average 526 ng/mL following a 150-mg twice daily dose and occur in about 3 hours (see

PRECAUTIONS: Gerlatric Use and DOSAGE AND ADMINISTRATION: Dosage
Adlualmem {or Patlents with Impnlred R!nal Funcllun)
There are no in the phar values

for ranitidine in pediatric patients (from 1 month up to 16 years of age) and neanhy adults when
correction is made for body welghL The average b|oavallah|l||y ol ranttldme gwen orally to
pediatric patients is 48% which is.c le to the bi idine in the adult

All other values (145, Vd, and CL) are swmllar to those
i use in pediatric patients. Estimates of Cryay and Timay

with
are displayed in Table 1.

Table 1 : Phar in Pedlatric Pati F Oral Dosing

dosage is 150 mg twice a day.
Pedlatric Use: The safety and 4 of have been in the age- Population Dosage Form Cmax Tmax
group of. 1 month to 16 years. There is i i tion about the inetics of (age) : n (dose) (ng/mL} (hours)
ranitidine in neonatal patients (less than 1 month of age) to make dosing -

Treatment of Duodenal and Gastric Ulcers: Tha recommended oral dose for the treat- Gastric or duodenal ulcer Tablets
ment of active duodenal and gastric tlcers is 2 to 4 mgfkg per day twice daily to a (3.5 to 16 years) 12 | (1to2mgkg) 54 10 492 20
of 300-mg/day. This recormendations is derived from adult chmcal studies and pharmacoki- Otherwise healthy requiring ranitidine " syrup
netic data in pediatric patients. (0.7 to 14 years, Single dose) 10| (2mokg) 244 1.61

Maintenance of Healing of Ducdenal and Gastric Uleers The recommended oral dose -
for the mail of healing of and gastric ulcers is 2 to 4 mg/kg once daily to a Otherwise healthy requiring ranitidine Syrup
maximum of 150 mg/day. This recommendation is derived from adult clinical studies and phar- (0.7 to 14 years, Multiple dose) 10 (2mgkg) 320 1.66

macokinetic data in pediatric patients.

Treatment of GERD and Erosive Esophagitis: Although limited data exist for these condi-
tions in pediatric patients, published literature supports a dosage of 5 to 10 mg/kg per day, usu-
ally given as two divided doses.

Dosage Adjustment for Patlents With Impaired Renat Function: On the basis ul expen»

Plasma clearance measured in two neonatal patients (less than 1 month of age) was con-
siderably lower (3 mL/min/kg) than children or adults and is likely due to reduced renat func-
tion observed in this population.

Serum y to inhibit 50% of stimulated gas-

ence with a group of subjects with severely impaired renal junclion treated with
recommended dosage in patients.with a creatinine clearance < 50 mL/min is 150 mg every

tric acid secretion are estimated to be 36 to 94 ngImL Following a single oral dose of 150 mg,

24 hours. Should the patient's condition requir, the frequency ot dosing may be i
every. 12 hours or even further with caution.. Hemodialysis reduces the level of cnrculanng
ranitidine. Ideally, the dosing schedule' should be adjusted so that the timing of a scheduled
dose coincides with the end of hsmodmiysns

Elderly patients are mare likely to have d d renal function, caul:on should
be exercised in dose selection, and it may be useful to monitor renal function (see CLINICAL
PHARMACOLOGY: Pharmacokinetics: Geriatric Use and PRECAUTIONS: Gerlatric Use).

HOW SUPPLIED: Ranitidine Tablets, USP 150 mg (Ranitidine HC| equivalent to 150 mg of
ranitidine) are whits; film-coated, unsgbred, six-sided tablets debossed with 05 on one side
and plain on the other. They are avi le in bottles of 60 (NDC 64679-906-01), 100 (NDC

.. 64679-906-06), 180 (NDC 64679-908-02), 500 (NDC 64679-906-03), 1000 (NDC 64679-906-
04) and Unit Dose Pack of 10 x 10 blister (NDC 64679-906-05} tablets.

Ranitldine Tablets, USP 3DO’mg (Ranitidine HCI equivalent to 300 mg of ranitidine) are
white, film-coated, unscored, tapsule-shaped tablets debossed with W 907 on one side and
plain on the other. They are available in bottles of 30 (NDC 64679-907-01), 100 (NDC 64679-
907-04), 250 (NDC 64679-907-02) and Unit Dose Pack of 10 x 10 blister (NDC 6£4679:907-03)
tablets.

Bottle conlams desiccant.

Store between 20° and 25°C (68°
cap securely after each opening.

and 77°F) In a dry place. Protect from light. Replace

Manufactured by:

Wockhardt Limited
Mumbai, Indla.
Distributed by:

Wockhardt USA Inc.
75 Ronald Reagan Blvd. Warwick, NY 10980 U.S.A.
Iss. 08/04
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serum of are in this range up to 12 hours, However, blood levéls bear
no consistent relationship to dose or degree of acid inhibition.

Antisecretory Activity: 1. Effects on Acld Secretion: Ranitidine inhibits both 'day
nocturnal basal gastric acid secretions as well as gastric acid secreuon stimulat
betazole, and pentagastrin, as shown in Table 2:

Table 2 : Effect of Oral Hunludlne an Gastric Acid Secretion

ime and
by food,

% Inhibition of Gastric Acid
Time After Output by Dose, mg
Dose, h

' 75-80 100 - 150 200
Basal Uptod . 99 95
Nocturnal Upto 13 | 95 96 92
Betazole Upto3 97 99
Pentagastrin| Upto 5 58 72 72 80
Meal Upto3 73 79 95

It appears that basal-, I, and bef are most sensitive to
by ding almost to doses of 100 mg or less, while penta-

gastrin- and food-stimulated secretions are more difficult to suppress.

2. Effects on Other Gastrolntestinal Secretions:

Pepsin: Oral ranitidine does not affect pepsin secretion. Total papsln output is  reduced in
proportion to the dacrease in volume of gastric juice.

Intrinsic Factor: Oral ranitidine has no signi
sic factor secretion.

Serum Gastrin: Ranitidine has litte or no effect on fasting or postprandiat serum gastrin.

effect on in-§ intrin-

I

RANITIDINE TABLETS, USP

150 mg / 300 mg

Iss. 08/04



Other Pharmacologic Actlons: o

a. l((Easmc bacterial flora — increase in nitrate-reducing organlsms, ﬂgnlﬂcance not

nown,

b. Prolactin levels — no effect in recommended oral or- Intravenous (IV) dosags, but
small, transient, dose-refated increases in serum prolactin have been reported after IV
bolus injections of 100 mg or more.

¢. Other piluitary hormones — no effect on serum gonadonopms, TSH or GH. Possible
impairment of vasopressin release.

d. No change in cortisol, gen, or estragen levels.

sA No antiandrogenic action. . <
No effect on count, motility; or merphology of sperm.

Pedlalrlcs oral doses of 6 to 10 mg/kg per day in two or three dead doses maintain gastric
pH > 4 throughout most of the dosing interval.

cnnlcal Trials: Active Duodenal Ulcer: In a multicenter, double-| hlmd controlled; U.S. s!udy
ulcers, earlier healing was seen in the patients treated

wnh ranitidine as shown in Table 3:
Table 3 : Duodenal Ulcer Patient Heallng Rates

Erosive Esophagitis: In two multicenter, double-blind, randomized, placebo-controlled,
12-week trials performed in the United States, Hanmdlne 150 mg q.i.d. was significantly more
effective than placebo in healing and in reliev-
ing associated heartburn. The erosive esophagitis healing rales were as follows:

Table 7 : Eroslve Esophagltis Pallent Healing Rates

} N jable
Placebo* Ranitidine HC!
n=229 150 mg g.i.d.”
. n=215
Week 4 431198 (22%) 96/206 (47%)t
Week 8 . 63/176 (36%) 142/200 (71%)1
Week 12 92/159 (58%) 162/192 (84%)1

“All patients were permitted p.r.n. antacids for relief of paln
1 p<0.001 versus placebo.

No additional benefit in healing of esophagitis or in reliet of heartbum was seen with a
ranitidine dose of 300 mg g.i.d.

of Heallng of Erosive Esophagitls: in two mumcenler, double-blind, random-

Ranitidil Placebo”
Number Healed/ Number Healed/
A Entered Evaluable Entered Evaluable
- Quipatients -
Week 2 69/182 . 317164
(38%)t ) (19%)
195 188
Week 4 “137/187 ' 761168
(73%)t (45%)

*All patients were parmmed p.r.n. antacids for relisf of pam
t p<0.0001.

In these studies patients treated with ranitidine reponed a reduction in both daytime and
noctumal pain, and they also consumed iess antacid than the placebo-treated patients.

Table 4 : Mean Dally Doses of Antacid

. Ulcer Healed Ulcer.Not Healed
Ranitidine | . 0.06 ‘o7
Placebo 0.71 143

Formgn studies have shown that panems heal equally well with 150 mg b.id. and 300 mg
h.s. (85% versus 84%, respectively) during a usual 4-week course of thera
require extended therapy of 8 weeks, the healing rate may be higher for 150 mg b.i
pared to 300 mg h.s. (92% versus 87%,vrsspacﬁvely). .

Studies have been limited to short-t of acute ulcer. Patients whose
ulcers healed during lharapy had recurrences of ulcers at the usual rates.

Therapy In Ulcer: Ranitidine has been found to be effective as
malnlenance rherapy for pallems lcllowmg healing of acute duodenal ulcers. In two lndepen-

ized, placebo-controlled, 48-week trials conducted in patients whose erosive esuphagms had
been previously healed, ranitidine 150 mg b.i.d. was significantly more effective than placebo
in maintaining healing of erosive esophagitis.

INDlGA‘ﬂONS AND USAGE: Ranitidine Tablets, USP are indicated in:

. Short-term treatment of active duodenal ulcer. Most patients heal within 4 weeks.
Studies available to date have not assessed the safety of ranitidine'in uncomplicated
duodenat ulcer for periods of more than 8 weeks.

2. Maintenance therapy for duodenal ulcer patients at reduced dosage after healing of
acute ulcars. No placebo-controlled comparative studies have been carried out for
periods of longer than 1 year. "

3. The treatment of pathological hypersecretory conditions (e.g., Zollinger-Ellison syn-
drome and systemic mastocytosis).

4. Short-term treatment of active, benign gastric ulcer. Most patients heal-within 6 weeks
and the usefulness of further treatment has not been demonstrated. Studies available
to date have not assessed the safety-of ranitidine in uncomplicated, benign gastric
ulcer. for periods of moare than 6 weeks.

5. Maintenance therapy for gastric ulcer patients at reduced dosage after healing of
acute ulcers. Placebo-controlled studies have been carried out for 1 year.

6. of GERD. ic relief occurs within 24 hours after start-
ing tharapy wnh ranitidine 150 mg b.i.d.

7. rosive relief of
heartburn uommonly occurs within 24 hours of therapy mmauon with Ranitidine
150 mg q.

8. Mamlenance of healing of erosive esaphagllls F'Iacebo controlled trials have been
carried out for 48 weeks.

Concomitant antacids should be given as needed for pain relief to panenls with active duo-

danal ulcer; active, benign gastric ulcer; hypersecretory states; GERD; and ercsive esophagi-

CONTHAINDICA“ONS' Ranitidine Tablets are contraindicated in patients known to have
to the drug or any of the ingredients (see PRECAUTIONS).

dent, d trials, the number of ulcers d was
slgmlmanﬂy less in patients treated with ranitidine (150 mg h. s) than in patients treated with
placebo over a 12-month period.

Table 5 : Duodenal Ulcer Prevalence

Double-blind, Multlcenter, Placebo-Controlled Trials
Multicenter . No. of
Trial Drug Duodenal Ulcer Prevalence Patients
04 0-8 0-12
Months Months Months
RAN 20%" 24%" .| 35%" 138
- USA PLC aa% . | 54% 50% | 139
. RAN T 129t 21%* 28%" 174
Foreign PLC 56% . 64% 68% 165
% = Life table estimate.
= p<0.05 (ranitidine versus comparator).
RAN = ranitidine.
PLG = placebo.
As with -other H; the Iamors for the signil in the

prevalence of duodsnal ulcers include prevention of recurrence of ulcers. more rapld heallng
of uicers that may occur during maintenance therapy, or both.

PRECAUTIONS:

P to' ranitidine therapy does not preclude the presence of
gastric malignancy.

2. .Since ranitidine is excreted primarily by the kidney, dosage should be adjusted in
patients with impaired renal funclion (see DOSAGE AND ADMINISTRATION). Caution should
be observed in patients with hepatic dysfunction smce ranitidine is metabolized in the liver.

3. Rare reports suggest that i may i acute ic attacks in'patients
with acute porphyria. F should be avoldad in patients with a history of acute
porphyria.

Lahcralory Tests: False-positive tests for urine protem with MULTISTIX® may occur during

idine therapy, and testing with acid is
Drug Interactions: Although rannldins has been reported to bind weakly to cytochrome P-450
in vitro, recommended doses of the drug do not inhibit the action of the cytochrome P-450-
linked oxygenase enzymes in the liver. However, there have been isolated reports of drug inter-
actions that suggest that ranitidine may affect the bioavailability of certain drugs by some mech-
anism as yet unidentified (e.g., a pH effect on 1 or a change in volume of
distribution).

in times have been reported during concurrent uise of
ranitidine and warfann Hnwever in human pharmacokinetic studies with dosages of ranitidine
up to 400 mg 1/ day, no |nterac1|on uccurrad ranitiding had no effect on warfarin clearance or
ion with warfarin at dosages of ranitidine higher

The of an
lhan 400 mg I day has not been |nvesl|galed
drug-drug i tudy, tri plasma ions were
nlgher during b.i.d dosing of ranitidine than lrlazolam given alone. The mean area under the
>

GastricUlcer: In a i double-blind, U.S. siudy of
diagnosed gastric ulcers, earlier healing was seen in the patients treated with ranitidine as
shown in Table 6:

Table 6 : Gastric Ulcer Patlent Heallng Rates

Ranitidine* Placebo*
Number Healed/ Number Healed/
Entered Evaluable Entered Evaluable
Qutpatients i
Week 2 . 16/83 10/83
92 {19%) . 94 (12%)
Week 6 50/73 35/69
. (68%)t (51%)
;AI[ pananls were permitted p.r.n. antacids for relief of pain.
p=0.
In mls mulncemer trial, signifi camly more pallen!s treated with ranitidine became pain-free
during therapy.

Malntenance of Healing of Gastric Ulcers: In two multicenter, double-blind, randomized,
placebo-controlled, 12-month trials conducted in patients whose gastric ulcers had been pre-
viously healed, ranitidine 150 mg h.s. was significantly more effective than placebo in main-
taining healing of gastric ulcers.

Pathalogical Hypersecretory Conditions (such as Zollinger-Ellison syndrome):
Ranitidine inhibits gastric acid secretion and reduces occurrence of diarrhea, anorexia, and
pain in patients with yp with Zollinger-Ellison syndrome,

ytosis, and other y conditions (e.g., postoperative,
“Short-gut” sy Use of was (ollowsd by healing of uloers in8of 19
{42%) patients who were infractable to previous therapy.

Gastroesophageal Reflux Disease (GERD): \n two multicenter, double-} bllnd p!aeebo-

controlled, 6-week trials psrformed in the United States and Eumpe, ranitidine 150 mg b id.

curve (AUC) values, in 18- to 60- year old subjects were 10% and
28% higher following administration of 75-mg-and 150-mg ranitidine tablets, respectively, than
triazolam given alone. In subjects older than 60 years of age, the mean AUG values were
approximately 30% higher following administration of 75-mg and 150-mg ranitidine tablets. it .
appears that there were no changes i inp

amajor and in their on. F i acldlly due to. ranltldlne may have
resulted jn an increase in the availability of tri The clinical signi of this

and ranitidit inetic i ion is unknown.

C: of Fertillty: There was no indication of tumori-

genic or carcinogenic effects in life-span studies in mice and rats at dosages up to
2000 mg/kg per day.
Ranitidine was not mutagenic in standard bacterial tests (Sa!munalla, Escherichia coli) for
at up to the for these assays.
In a dominant lethal assay, a single oral dose of 1000 mglkg to male rats was without effect
on the outcome of two malmgs per week for the next 9 weeks.

: f Category B: Reproduction studies have been
performed in rats and rabblls at doses up to 160 times the human dose and have revealed no
evidence of impaired fertility or harm to the fetus due to ranitidine. There are, however, no ade-
quate and well-controlled studies in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug should be used during pregnancy only
if clearly needed.

Nursing Mothers: Ranitidine is secreted-in human milk. Caution should be exercised when
ranitidine is administerad to a nursing mother.
Pedlatric Use: The safety and effetiveness of ranitidine have been established in the age-
group of 1 month to 16 years for the treatment of ducdenal and gastric ulcers, gastroe-
sophageal reflux disease and erosive esophagitis, and the maintenance of healed ducdenal
and gastric ulcer. Use of ranitidine in this age-group is by and
trolled studies in adults as well as additional pharmawlqnstlc datain pedlamc patient
analysis of the published literature.

Safety and effectivenass in pediatric patients for the
tory conditions or the maintenance of healing of erosive escphaglus have not been estab-
lished.

Safety and effectiveness in neonates (less than one month of age) have not been estab-
lished (see CLINICAL PHARMACOLOGY: Pedlatrics).
Use: Of the total number of subjects enrolled in U.S. and foreign controlied clinical

was more effective than placebo for the relief of and other
with GERD. Ranitidine-treated patients consumed significantly less antamd than did placebo-
treated patients.

The U.S. trial indicated that ranitidine 150 mig b.i.d. significantly reduced the frequency of

heartburn attacks and severity of heartburn pain within 1 to 2 weeks after slamng therapy The*

trials of oral formulations of ranitidine, for which there were subgroup analyses, 4197 were 65
and over, while 839 were 75 and over. No overall In safety or were
observed between these subjects and younger subjects, and other reported clinical experience
has not identified differences in responses between the elderly and younger patients, but
greater i of some older individuals cannot be ruled out.

improvement was maintained throughout the 6-week trial period.
rates demonstrated that the effect on heartburn extends through both the day and night time
periods.

In two i us. double-blind, placeb: 2-week trials, raniti-
dine 150 mg b.i.d. was shown to provide relief of héartbum pain within 24 hours of initiating
therapy and a reduction in the frequency and severity of heartburn.
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This drug is known to be substantially excreted by the kidney and the risk of toxic reactions
to this drug may be greater in patients with impaired renal function. Because elderly patients
are more likely to have decreased renal function, caution should be exercised in dose selec-
tion, and it may be useful to monitor renal function- (see CLINICAL PHARMACOLOGY:
Pharmacokinetics: Gerlatric Use and DOSAGE AND ADMINISTRATION: Dosage
AdJustment for Patients with Impalred Renal Function).
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