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FAMOTIDINE TABLETS USP
20 mg and 40 mg

B onty
DESCRIPTION
The active ingredient in Famotdine Tablets USP is a histamine Hy-receptor anfagonist.
; Famatidine i5 (1-Aming-3-({(2-]{diaminomethylene)amino)-4-thiazoiyl]-methy)}-
: thiopropylidene| ide The tormula of iding is CgHysN702S and its
molecular weight is 337 45 its structural formula is:

H HaN L NSO,
C=W N CH, z
b ‘..\2, i o> \i y el
K FamoliGiHEAg a white to pale yellow crystaliine compound that is freely soluble in glacial

acetic acid, slightly soluble in methanol, very stightly soluble in water, and practically
insoluble in ethanol,

L
DRO tablet tor oral administzation contains either 20 mg ar 40 mg of famotidine USP and the
inactive ingredients: cofloidal silicon dioxide, croscarmellose sodium, ferric oxide
(ric oxide yellow shade. hy cellulose, hydroxypropy |
lactose monohydrate, magnesium stearate, microcrystaliine ceflulose, potyethylene glycol,
stearic 3o and ttanium dioxide.

CLINICAL PHARMACOLOGY IN ADULTS

Gl Ettects
famatiding is a itve inhibitar of histaming Hp-receptors. The primary ciinically
p actvity of idine is inhibition of gastric secretion. Both the
acid concentration and volume of gastric secretion are suppressed by tamotidine, while
changes in pepsin secretion are proportional to volume output.

In normal volynteers and hypersecretors, famotiding inhibited basal and noctumal gastric
secretion, as well as secretion st by food and in. After oral administrati
the onset of the antisecretary effect occurred within one hour: the maximum effect was
dose-dependent, occurring within one fo three hours. Duration of inhibition of secrebion by
doses ot 20 and 40 mg was 10 1o 12 hours.

Singte evening oral doses of 20 and 40 mg inhibited basal and nocturnal acid secretion in
an subi_cCIs; mean nocturnal gastric acid secretion was inhibited by 86% and 94%,
respectively, for a perod of at Jeast 10 hours. The same doses given in the morming
suppressed food-stimulated acid secretion in all subjects. The mean suppression was 76%
and B4%, respectively, 3 10 § hours atter agdministration, and 25% and 30%, respectively,
80 10 hours after administration In some subjects who received the 20 mg dose, however,
the antisecretory eftect was dissipated within 6-8 hours. There was no cumulative effect
wilh repeated doses. The nocturnal intragastric pH was raised by evening doses of 20 and
40 mg of famotidine to mean values of 5,0 and 6.4, respectively, When lamotidine was given
after breakfast, the basat daytime intsrdigestve pH at 3 and 8 hours after 20 or 40 mg of
famotdine was raised to about 5. .

Famotidine had littfe or no eftect on fasting of postprandial serum gastrin levels. Gastric
emplying ang exocring pancreatic function were not affected by famotidine.

R Other Ettects

Systemic effects of in the CNS, ca . respiratory or ing Systems
were not noled in chinical pharmacology studres. AlS0, no antiandrogenic effects were noted.
(See ADVERSE REACTIONS .} Serum hormane levels, including protactin, cortisol, thyroxine
{T.). and testosterone, were not aitered atter treatment with famotidine.

ot g e

Pharmacokinetics
Famotidine is incompletely absorbed. The bioavailahility of oral doses is 40-45%. Famolidine
tablats. igine oral nension and iding orally disintegrating tablets are

bicequivalent. Bipavailability may be stightly increased by lood. or slightly decreased by
antactds; however, these effects are of no clinical ; i bl

; minimal ficst-pass metabolism. Aler aral doses, peak plasma feveis occur in 1-3 hours,
o Plasma levels after multiple doses are similar o those after single doses. Fifteen to 20% of
tamotidine in plasma is protein bound. Famotiding has an elimination
hall-life of 2.5-3 5 hours. Famolidine is eliminated by renal {§5-70%) and metabolic
{30-35%) routes. Renal clearance is 250-450 mUmin, indicaling some tubular excretion.
Twenty-five to 30% of an oral dose and 65-70% ol an intravenous dose are recovered in the
< urine as ¢ The onty ite idenbihed in man is the S-oxide.

Thers is a close i between ini valves and the elimination hatf-
lifa of famotidine. in patients with severe renal insufficiency. i e., creatinine clearance fess
than 10 mL/min, the elmination half-life of tamotidine may exceed 20 hours and adjustment
at dase or dosing intervals in moderate and severe renal insutfiency may be necessary

FUIE IS

¥

‘E, (see PRECAUTIONS. DOSAGE AND ADMINISTRATION).

H In elderty patients, there are no clinically significant age-related changes in the
i3 pharmacokinetics of famotigine However. in elderty patients with decreased renal funchon,
{ the clearance of the drug may be decreased (see PRECAUTIONS, Geriatric Use)

[1

Clinical Studies

Duodenal Uicer

in a U.S. multicenter, double-blind Study in outpati with ically fi
duodenal uicer, orally administered ine w; to placebo. As shown in Table
1. 70% of patents treated with famotiding 40 mg h 5. were healed by week 4.

Taple 1

Outpatients with Endoscopically
Contirmed Healed Duodenat Ukcers

Famotidine Famotiding Placebo .
40mghs 20 mg big. hs.
{N =89} (N =84) (N=97)
Week 2 3% “T38% 17%
Week 4 70% “67% N% 1

**Statistically signiicantly ditferent 1han placebo (p<0 001)

Patients not healed by week 4 were continued in the siudy. By week 8, 83% of patients
treated with famotidine had healed versus 45% of patients treated with placebo, The
incidence of udcer healing with tamolidine was significantty higher than with placebo at each
time point based on prop of i heaed ulcers,

in this study, time to refief of daytime and noctumal pain was significantly shorler for patients
receiving lamotidtne than for patients receiving placebo; patients recewving tamotidine also
took less antacid than the patients secenving placebe

Long-Term Maimenance

Treatment of Duodenal Ulcers

Famotigine, 20 mg p.o. h.5. was compared to placebo h.s. as maintenance therapy in two
double-blind, multicenter studies of patients with endscopically confirmed healed duodenat
ulcers. n the U.S. shudy the abserved ulcer mcidence within 12 months in patients Ireated
with placebo was 2 4 limes greater than in the patients treated with famotidine, The
89 patients treated with had a 2 observed uicer nce of 23.4%
compared to an gbserved ulcer incidence of 56 6% in the B9 pavents receiving placebo
{p<0.01). These resuits were confirmed in an nternational study whqre e curr_lulallve
abserved ulcer incidence within 12 months in the 307 patiens treated with tamolidine was
35.7%, compared to an incidence of 75 5% m the 325 patients treated win piacebo (p<0 01).

Gastric Ulcer A . ! i
In both a U.S. and an internationai multicentes. double-blind study in patients with
endoscopically confirmed active benign gastric ulcer, orally administered famom?me. 4
mg h's,. was compared I placebo h.s. Anlacids were permitted during the studies. but
consumption was not signdficantty diffarent between the tamotidine and placebo groups.
As shown i Table 2, the incidence of yicer heating {dropouts counted as unhealed) with

idine was Stati igni better than placebo at wesks © and 8 in the U.S.
study. and at weeks 4, 6 and 8 in the \ntemational study. based an the number of uicers
that healed, confirmed by endoscopy,

Table 2
Patients with Endoscopically
Confirmed Healed Gastric Wcers

S, Sludy Internatipnal Study
M Famatidice  Placebo Famotidine  Placebo
40mghs. hs 40 mg h.s.

hs.
(N=74)  (N=T75) (N=149)  (N=145)

41




4 Shoit term treatment of pastroesophageal reflux disease (GERD). Famotidine Tablsts
USP are indicated for short term treatment of patients with symptoms of GERD (ses
CLINICAL PHARMACOLOGY IN ADULTS, Clinical Studtes).

Famonding Tablets USP are also indrcated for the shart term treatment of esoghagilis dus

10 GERD including erosive o disaase diag by {soe CLINICAL
PHARMACCLOGY IN ABULTS, Clinicai Studies).
S. ot hypersecretory 10ns {e.g.. Zollinger-Ellison Syndrome,

muitipte endocrine adenomas) (ses CLINICAL PHARMACOLOGY IN ADULTS,
Clinlcal Studles).

CONTRAINDICATIONS -

Hyper itivity to any of this product, Cross sensitivily in this ¢lass of]
compounds has been observed Thersfore, Famotiding Tablets USP should not by’
administered to patients with a history of Nyparsensitivity to ather Hy-receptor antagenists.

PRECAUTIONS

General
Symptomatic response to therapy with famotiding does not prectuda the presence of oasui@F
mahgnancy.

Paiients with Moderats or Severe Renal insufficiency

Since CNS adverse events have been reportad in patients with moderate and severe renal
msutficiency, longer infervals between doses or lower doses may need o be used in patients

with moderate (creatinine clearance <50 mi/min) or sevare (creatinine clearance <10

mU/min) renal insutficiency to adjust for the tonger slimination hall-hfe of tamotidine

(see CLNICAL PHARMACOLOGY IN ADULTS and DOSAGE AND ADMINISTRATION.)

Orug Interactions

No drug interactions have been identified. Studies with famotidine in man, in animal models,
and in vitro have shown no significant interference with the disposition of compounds
metabolized by the hepatic microsomat enzymes, e.g., cytochrome P450 system.
Compounds tested in man includs warfarin, , diazepam,

and antipynne. Indocyanine green as an index of hanauc dmo mracnon has bean testad
and no sigmficant effacts have been found.

[ p of Flrlmly

In 2 106 week study wn rals and 2 92 week study in mics given oral doses of up to
2000 mg/kg/day {approximately 2500 times the recommendad human dose for active
duodenal ulcar), there was no evidance of i potential for i

Famotidine was negative in the microbial mutagen test (Ames test) using Salmonelis

typhimutium and Escherichia coli with or without rat liveranzyms activation at
up to 10,000 In in vivo studigs in mice, with 3 micronucleus test

ang a chromosomal aberration lesx. no evidence of 3 mutagenic effect was obsarved,

in studies with rats given ora! doses of up to 2000 mg/kg/day or intravenous doses of up

to 200 mg/kg/day, fertitty and P wera not aftected.
Pragnancy
Pregnancy Category 8

Reproductive studies have been performed in rats and rabhits at oral doses of up to 2000

and 500 mg/kg/day, respectively, and in both specigs at I.V. doses of up to 200 mg/kg/day, -
2nd have revealed no significant avidance of impaired fertility or harm to the fetus due to

famotidine. Whila no direct fetotoxic affects have been observed, sporadic abortions

occurming onty in mothers displaying marked dacreased food intake were sgen in some

rabbits at oral doses of 200 mg/kg/day (250 timas the usuai human dose) Or higher. There

are, however, no adequate os well-controlled studies in pregnant women. Bacause animal

reproductive stuties are not aiways predictive of human respanse, this drug should be used

guring pregnancy only if ctearly needad.

Norsing Mothers

Studtes partormed in factating rats have shown that famotidine is secretad into breast mifk.
Transient growth depression was observed in young rats suckling from mothers treatsd with
maternotoxic doses of at least 600 times the usual human dose. Famotidine is datectabls in
human milk, Becauss of the potential for serious adverse reactions in nursing infants from
famotidine, a decision should be mada whether to discontinue nursing or discontinus the
drug, aking into account the importance of the drug to the mother

Pedlatric Pattents

Use of famotidine in pediatric patients 1-16 years of age iS supported by evidence from
adequate and well-comroiled studies of famotidine in adults. and by the folfowing studies in
peduatric patients: In published Studies in small numbers of pediatric patients 1-15 ysars of
age, clearance of famotidine was similar to that sesn in agults. In pediatric patients
11-15 years of ags, oral doses of 0.5 mg/kQ were associated with a mean area under the curve
{AUC) similar to that seen in adults treated orally with 40 mg. Similarly, in pediatric patents
1-15 years of age. intravenous doses of 0.5 mg/kg were associated with a mean AUC simitar
10 that Seen in adults treated intravenously with 40 my. Limited published Studies also suggest
that the relationship between serum concentration and acid suppression is similar in pediatric
patients 1-15 years of age as compared with aduits. Thesa studies suggest a starting dose
for pediatric patients ¥-16 years of aps as follows:

Peptic uicar - 0.5 mg/kg/day p.o. 3t bedtime or divided b.i.d. up to 40 mg/day.
Gastroesophages! Raflux Dissass with or without esophagitls inciuding srosions and
vlcsrations - 1 my/kg/day p.o. divided b.id. up to 40 mp b.id.

Whils published uncontrolled studies suggest i of idine in the

of gastroesophageal reflux disease and peptic uicer, data in pediatric patients are insufficient
1o establish percent response with dose and duration of therapy. Therefore, treatment duration
(initially based on aduft durabon recommendations) and dose should be indivdualized based
on clinical and/or pH (gastric or and

Putlished uncontrofled chm(:l studies in pediatnc patients have employed doses up to
1 mg/kg/day for peplic ulcer and 2 mg/kg/day tor GERD with or without esophagitis including

erosions and uicerations. +
No ic of ynamic data are available on pediatric patisnts under

1 ysar of age.

Gertatric Uss

Ot the 4,966 subjacts in clinical studias who wers treated with famotdine, 488 subjects (9.8%)
were 65 and older, and 88 subjscts (1.7%) were greater than 75 years of ags. No ovesall
ditferences in safety or effectiveness were observed batween thase subjects and younger
subjects. Howeves, greater sensitivity of some older individtals cannot be ruisd out.

No dosags adjustment is required based on age {sse CLINICAL PHARMACOLOGY IN ADIRTS,
Pharmacokinellcs). This drug is known to be substantially excretsd by the kidney. and the~
fisk of toxic reactions to this drug may ba greater i patients with impaired renaf function. *
Becausa eldsrly patients ars more fike?y to havs decreased renal funchon, care should be
taken in dose selection, and it may be usefut to monstor renal function. Dosags adiustment
in tha case of moderata or severe renal impairment is necessary (see PRECAUTIONS, Pattsnts

with o7 Severe Renal and DOSAGE AND ADMINISTRATION, Dosage
Ad)ustmant for Patients wilh or Severe Renal
ADVERSE REACTIONS

The adverse reactions listed below have been raported dunng domestic and intemational
clinical trials in approximately 2500 patients. In those controlled clinical trials in which
tamotidine tablets wers compared o placebo, the incidence of adverse experiences in
the group which received famotidine tablets, 40 mg at bedtime, was simitar 1o hat in the
placebo group.

The foligwing adverse reactions have been reported to occur in more than 1% of patients on
therapy with famotiding in controled clinical triais, and may be causally retated to the drug:
headache (4.7%), dizziness (1 3%). constipation (1.2%) and diarrhea {1.7%).

The following ather adversa reactions have been reported infrequently i clinical trials or
since the drug was marketed. The relationship to therapy with famotidine has been unclear
i many cases. Within each category the adverse reactions are listed in order of decreasing
saverity: —

Body as a Whole: fever, asthenia, fatigue
V block, palpi
Gastrointestinal: cholesmlc jaundice, liver enzyms abnormalities, vomiting, nausea,
abdominal discomfort, anorexia, dry mouth
rars cases of ag

orbital or facial edema, urticaria, rash,

conjunctival inwc!iun
Musculoskeletsl: musculoskeletal pain including muscle cramps. anhreigia
Narvous System/Psychiatric: grand mai seizure; psychic disturbances, which ware
reversible in cases for which follow-up was obtained. including hallucinations. confusion,
agitation, ion, anxiety, libido: ia; insomnia;
Respiratory: bronchospasm
Skin: toxic epigermal necrolysis (very ram) alopecia, acne, pruntus, dry skin, flushing
Spacisi Senses: tinnitus, @ste disorder
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Pharmacodynamics
P of

compared to an abserved ulcer incidence of 56.6% in the 89 patients receiving placebo
{p<0.01). These results were confirmed in an intemational study where the cumulative
observed ulcer incidence within 12 months in the 307 patients treated with tamotidine was
35 7%, compared to an incidence of 75.5% in the 325 patients treated with placebo (p<0.01}.

Gastric Ulcer
In both 3 U.S. and an international mutlicenter, double-blind study in patients with
endoscopically confirmed active benign gastric ulcer, orally administered famotdine, 40
mg h.s, was compared to placebo h.s. Antacids were permitted during the studees, but
consumpnon was nat sigmhcantly ditterent between the tamotidine and placebo groups.
As shown in Table 2, the incidence of ulcer healing {dropouts counted as unhealed) with
was better than placebo at weeks 6 angd 8 in the U.S.
study. and at weeks 4, 6 and 8 in the intemational study, based on the number of ulcers
that healed, confirmed by endoscopy.

Table 2

Patients with Endoscopicafty
Confirmed Healed Gastric Ulcers

LS. Study interationat Study
Famotidine  Placebo Famgtiding Placebo

40 mg hs. h.s ., Ad0mghs. hs,
(N=74) (N=75 " (N=149) (N=145)
Week 4 45% 39% '47% %
Week 6 156% 44% 165% 46%
Week8  "'78% 4% 180% 54%
" Statistically significantly batter than placebo (p<0 05. p<0 01 respectively)
Time to complete relief of daytime and mghttime pain was stati: ignil ty shorter
for patients receiving iamundme than ml patients receiving placebo; howevev in neither
study was there a stati inthep ion of patients whose pain

was rehgved by the end of the study (week 8).

Gasimsnphageal Reflux Dlsease {GERD)

Orally was p: to placebo in a U S, study that enrolled
patients with symptoms of GERD and without endoscopic evidence of erosion of ulceration
of the esophagus. Famotidine 20 mg b.i d. was statistically signiticantly superior to 40 mg
hi.5. and to placebo in providing a successtul symptomatic outcome, defined as moderate
or excellent improvement of symptoms (Table 3).

Table 3
% Outcome
Famotiding Famotidine
20mgb.id. 40mg hs. Placebo
(N = 154) (N =149) (N=73)
Week 6 82 69 62

"ps0.01 vs Placeho

By two weeks of treatment symptomatic success was observed in a greater percentage of
patients takmu tamotdine 20 mg b i d. compared to placebo (p<0 01).

and healing of i verified erosion and ulceration
wm studied in |wo additrona! trials. Healing was defined as complete resolution of ali

erosions or ulcerations visible with endoscopy. The U S study comparing tamotiding 40 mq,

p.0. b.i.d. to placebo and famotidine 20 mg p.o. bi d showed a significantly greater
percentaga of healing for famotidine 40 mg b.i.d. 3t weeks § and 12 (Table 4).

Table 4
% Endoscopic Healing - U.S. Study
Famotiding Famotidine
40 mg b.id. 20mg b.id. Placebo
(N =127) (N =125) (N = 66)
Week 6 4gmn 32 18
Week 12 [: M Sqm 29

"ps0.01 vs Placebo
'p<0.05 vs Famotidine 20 mp bi d
"p50.01 vs Famatidine 20 mg bid.

As compared to placebo, pabents who received lamotidine had laster relief ot daytime and

nighttime heartbyrn and a greater of oallems rehet of
nighttime heartburn, These di were g
in the internationa) sludy when tamoudme 40 mg p.0. b.i.d.. was compared to raniticine
150 mg p.o. b.id.,a greater p of healing was observed
with famotding 40 mg b.i.d. at week 12 (Table 5). There was, howaver, no significant
among in renet.
Table 5
*% Endoscopic Healing - internatonal Study
Famotidine Famotidine Ranitiding
40 mg b.id. 20 mg b.id. 150mg b.id.
N =175) (N = 93) (N=172)
Week 6 48 52 4?2
Week 12 7w 68 60
"p<0 05 vs Ranitidine 150 mg bi d.
¥ Conditions (e.g.. r-Elli Multipte

’ .
€ndocrine Adenomas)

In studies of patients with such as Zotlinger-Elison
Syndrome with or withoul mutiple endocnne adenomas tamotidine significantly inhibited
gastric acid secretion and Orally doses from

20 1o 160 mg g 6 h maintained basal acid secretion below 10 mEg/hr: initial doses were
titrated to the individuat patient need and subsequent adjustments were necessary with tme
in spme patients, Famolidine was well tolerated at these high dose levets for prolonged
periods {greater than 12 months) in eight patients, and there were no cases seporied of
gynecomastia, increased prolactin levels, or impotence which were cansidered to be due
to the dnug.

CLINICAL PHARMACOLOGY IN PEDIATRIC PATIENTS

Pharmacokinelics

Table 6 presents pharmacokinetic data from published studies of small numbers of pediatric
patients given famotidine intravenousty. Areas under the curve (AUCs) are normalized to
a gose of 0.5 my/kg | V. for pechatric pabents and compared with an extrapolated 40 mg

dose in adulls ion based on results obtamned with a 20 mg LV,
adull dose).
Table 6
F i F o! f
Age Area Unger the Totat Votume of Elimination

(N=number Curve (AUC) Clearance Distribution Hatt-hte
of patients} (ng-hr/mL) (C1) (t/mrkg) (Vo (LAg}  (Typ} (hours)

1-tt yrs
(NxZO) 1089 £ 834 0541034 2072149 338:26
11-15yrs
{N=6} 1140 = 320 0482014 15204 23104
Adult
{N=16) 1726 039:014 13202 2832099
Values are presented as means ¢ SD unless indicated otherwise,
*Mean vaive only,

Values of pharmacokinetic parameters for pediatric patrents, ages 1-15 years, are comparable
to those obtained for adults,

Bioavailability studies of 8 pediatric patients {11-15 years of age) showed a mean orat
bioavailabiity of 0.5 compared to adutt vatues of 0.42 10 0.49 Ora! doses of 0.5 mg/kg
achieved an AUC of 580 « 60 ng-ht/mL in pediatric patients 11-15 years of age compared
to 482 ¢ 181 ng-hi/mL in adults treated with 40 mg oralty.

were d in 5 pediatric patrents 2-13 years of age
using the sigmoid Er,, model. These data suggest that the relationship between serum
cancentration of famotidine and gastric acid suppression is similar to that observed in one
study of adults (Table 7).

Table 7

i
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: Table 5 3
H

% Emoswplc Healing - Intemationa)l Study

wmgnm 20mal)|d. 150mnb|6
(N =175} (N293) (N=172)

Week 6 48 52 2

Week 12 7m 68 60

<0 05 vs Ranitidine 150 mg bid.
[4 0 P y C {0.g., ZoVlingar-Elilson Syndrome, Mullipte
Endocring Adsnomas)
In studies of patients with ions such as Zoftinger- Ellison
Syndrome with or without muttiple i inhibited
Qastac acid secreton and & Orally inistered doses from

20 t0 160 mp q 6 h maintained basal acid secration below 10 mEg/r; inibal doses wers
tirated to the indvdua} patient need and subsequent agdjustments were necessary with time
in some patients. Famotidine was well tolerated at these high dose levals for prolonged
periods (greater than 12 months) in eight patients, and thera were no cases reporied of
gynscomasta, increased protactin tavels, or impotence which wers considsred to be due
1o the drug.

CLINICAL PHARMACOLOGY IN PEDIATRIC PATIENTS

Pharmacokinetics

Table 6 presents pharmacokingtic data from published studres ol small numbers of pediatric
patients given famotidine intravenously, Areas under the curve (AUCS)} are normalized to
a dose of 0.5 mg/kp 1.V. for pediatnc pabents and compared with an sxtrapolated 40 mg

dose in adults ion based on results obtained with a 20 mp L.V
adult dose).
Table 6 -
F ic P of
Age Area Under the Total Voluma of Eliminatien

{N=oumbes  Curva (AUC)  Clearance  Distibution  _Hait-lits
of patients)  {ng-hrimL)  (Cl) (UhrAg) (Ve (UA))  (Tan) (howrs)

11 yrs -
(N=20) 10892834 0542034 2072149 338126

11-15yrs
{N=6) 1140 2 320 0482014 15204 23204

e e A

Adutt
(N=16) 17260 0391014 13102 2831099 -

Wafues are presented 1 means ¢ SO unless indicated otherwise.
tMean value only.

Values of prarmacokinetic parametars for pediatric patients, ages 1-15 ysars, am comparzble
10 those abtained for adults.

Bloavailability studies of 8 pediatric patients (11-15 years of age) showsd a mean oral
bioavailability of 0.5 compared to adult valugs of 0.42 to 0.49. Oral dosas of 0.5 mg/kg —_
achisved an AUC of 580 2 60 ng-hi/mt in pediatric patients 11-15 years of ags compared i
1o 482 £ 181 ng-hr/mL in adults treated with 40 mg orally. .

Phannm:omumm

were in'§ pediatric patisnts 2-13 years of ages

usmg tha sigmoid E,..,, model. Thesa data suggest that the relationship between sarum
! and gastric acid ion is Similar to that observed in one . .

o
study of adults (Table 7).
Tabie 7
P of f using the sigmoid E e, model
ECsa (ng/mL)*
Pediatric Patients 26213

Data from one study
a) healthy adult subjscts 2652103
b) adult patents with upper Gl blseding 187+ 10.8 .
“Serum concentration of famotidine associated with 50% maximum gastric ackd
reduction. Values are presanted as means « SO,

Four published studiss (Table 8) 4 tha effect of on gastric pH and duration
of acid suppression in pediatric patients. While each study had a ditterent design, acid
suppression data ovar time are summarized as follows:

Table 8

Numbers of
Dosags Route Efectt Patients

03 mgkg, singls 1.V,
dose

0.4-08 m/kg V.

gastric pH>3.5 for A ]

87 24.70hours

Qastric pH >4 for 18 ,
6-9 hours

a>2 pH unit increase 9

above basaline in

0.5 mg/kg, singls LV,
dose
gastric pH for >8 hours

0.5 mg/kp b.i.d. V. gastric pH >5 for’ 4
13.5 £ 1.8% hours

0.5 mg/kg bl.d. Oral Qastric pH >5 for 4 Y
§ £ 1.1%hours

WVadues reported in published [erature, .
Means + SD. N

INDICATIONS AND USAGE
Famatidine Tablets USP are indicated in:
1. Short term treatmant of active duodenal uicer, Most aduit patients heal within 4 wesks;
there is rataly reason to use Famotidina Tablets USP at full dosage for jonger than 6 to
8 weeks. Studies have not the safaty of idine in i active
duodsenal ulcer for periods of moare than sight weeks,
. 2. Mainterance tharapy for duodenal uicer patiants at reduced dosage after healing of an
" active uicer, Controlied studiss in adults have not extendsd beyond one year.
3. Short term treatment of active banign gastric ulfcer Most adult patients heat within
6 weeks. Studies have not assassed the sataty or efficacy of famotidine in uncomplicated
active benign gastric ulcer for periods of mors than 8 weeks,

+ I
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Because eigerly patients are more Irkety 10 nave uecv!aseu enal tunchion. care Should 1]
taken in gose Selection, and it may be usehul to Morutor renal function. Dosage adjustment
in the case of modarale or Severe renal mparmeNt 1§ necessary (see PRECAUTIONS, Patlamts
with Moderats or Severs Renal Insufficiency and DOSAGE AND ADMINISTRATION, Dosage
Adjusimant for Patients wilh Moderate or Severs Renal insutficiency).

ADVERSE REACTIONS

The adversa reactians listed below have been raported dunng domestic and intemational
chinical trials in approximately 2500 patients. In those controlled clinical Irials in which
famotiding 1ablets were compared to placebo, the incidencs of adverse experiences in
the group which received famotiding tabiets, 40 mg a1 bedtime, was similar to that in the
placebo group,

The foliowing adversa reachons have been mported to occur in more than 1% of pavents on
therapy with famotidine In controfled clinical tnals, and may be causally related to the drug:
headache {4.7%), dizziness {1,3%). constipation {1.2%) and diarrhea {1.7%).

The following other adverse reactions have been reported infrequently in clinical trials or
since the drug was marketed. Tha refationship to therapy with tamotidine has been unclear
in many cases. Within each category the adverse reactions arg fisted in order of decreasing
severity.

Baﬂy 25 2 Whole: tever, asthenia, tatigue
y . AV biock,
Gnlmnlanmnl cholestatic jaundice, liver enzyme abnormalities, vomiting, nausea,
abdominal discomton, anorexia. dry moum
rare cases of

N ylop . l8u) i Ytope Na
Qi . orbital or facial edema, urticaria, rash,

conjunctival mimwn

Musculoskaletal: muscuioskeletal pain including muscle cramps, anthraigia

Nervous System/Psychiatric: grang mat seizure: psychic disturbances, which ware
reversible in cases for which follow-up was obtained, including hatlutinabons, contusion,
agitation, ion, anxiety, libido; insomnia;

Respiratory: bronchospasm

Skin: toxic epidermal necrolysis (very rare), alopecia, acne. pruntus, dry skin, flushing

Special Senses: tinnitus, taste disorder

Other: rare cases of impotence and rare casas of gynecomastia have been reported; however,
in controlled climcal triats, the incidences were not greater than those seen
with placebo.

The advarss reactions reported for !amonmm tablets may atso occur with famotidine oral
and ¢ tablets.

orally di
OVERDOSAGE
There is no experience to date with defiberate overdosage. Orai doses of up to 640 mg/day
have been given to adult patents with with 1o secous

adversa effects. In the event of overdosage, trualmom should be symptomatc and supportive.
Unabsorbed materia! shouid bs removed from the gastrointestinal tract, the patient should
be monitored, and supportive therapy should be employed.

The oral LDsq of amondina in male and female rats and mice was greater than 3000 mg/kg
and the minimum lethal acute oral dose in dogs exceeded 2000 mp/kg. Famotding did not
produca overt eftects at high orai doses in mice. rats, cats and dogs, but induced significant
anofexia ang growth depression in rabbits starting with 200 mg/xg/day arally. The
intravenous LDsg of tamotidine for mice and rats ranged from 254-563 mg/kg and the
minimum fethal single 1.V. dose in dogs was approximately 300 mg/kg. Signs of acuts
intoxication in | V. treated dogs were emasis, restiassness, palior of mucous membranes
or rednass of mouth and sars, hypotansion, tachycardia and coflapse.

DOSAGE AND ADMINISTRATION

Duodenal Ulcer

Acute Tharapy

Tha recommendsd adult oral dosage for active duodenal ulcer is 40 mQ once 3 day at
beduime. Most patients heal within 4 wesks; ther is rarely reason to use famotidine Tablats
USP at full dosage for longer than § to 8 wesks. A regimen of 20 mg b.i.d. is aiso effective.

Maintenance Therapy
The recommended adutt oral dose 15 20 mg once a day at bedhims.

Benign Gl:tm: Uicer

Acute Thers

The reeummunded aguit oral dosage lor active benign gastric ulcsr is 40 mg oncs a day
at bedtima.

Gastrossophagesl Rellux Disaase {GERD)

The recommended oral dosage fot treatment of aduit patiants with symptoms of GERD is
20 mg b 1.0. for up to 6 wesks. The recommended oral ﬂosaqa for the treatment of aguit
patients with esophagitis including erosions and
due to GERD is 20 or 40 mg b.i.d. for up to 12 weeks (sea CUNICAI. PNARHACOLOGV 1.1
ADULTS, Clinica! Studiss).

Dosage lor Pediatric Patlents

See PRECAUTIONS, Pediatric Patients.

The studies descnbed in PRECAUTIONS, Pediatric Patients suggest the following starting
doses in pediatric patients 1-16 years of age:

Peptic uicer - 0.5 mg/kg/day p.0. at bedtime or divided b.i.d. up to 40 my/day.
Gastrossophagasi Raflux Diseass with or without esophagitis including erosions snd
ulcerations - 1 mg/kg/day p.o. divided b.i.d. up 10 40 mg b.i.d.

While i studies SugQest ' of idine in the

of gastroesophageal reflux disease and peptic ulcer, data in pegiatric patients are insufficient
1o sstablish percent response with doss and duration of therapy, Therstore, traaznent duration
(initially based on adult duration recummenmtons) and doss should be individualized based
on clinicat and/or pH {gastric or and

Published uncontrotied chmw Studies in pediatric patients hava employed doses up to
1 mgykg/day tor peptic uicer and 2 mg/ky/day for GERD with or without esopragits including
8rosions and uicerations.

No inetic or data are availabls on pediatric patisnts undar
1 yaar of ags.

Paihological Rypersecraiory Congitions (e.0., Zollinger-Elitson Syndroms, Muliiple
Endocrine Adenomas)

The dosage of Famotidina Tablets USP in patients with
varies with the individua) patient. The adult gral starting dosa tor paquu:l
hypersecretory conditions is 20 mg g 6 h. In some patients, a higher starting dose may ba
required. Doses shoutd be adjusted to individual patiant needs and should continue as long
as clinically indicated. Dosas up to 160 mg q & h have besn administered to Soms aduit
patents with severe Zollinger-Ellison Syndrome.

Ora Suspension

F ing oral may be i for i tablets in any of the above
indications.

Oraity Disintegrating Tablats "

Famotidine orally disintegrating tabtsts may be substituted for famotidine tablets in any of
the above indi at the same dosages.

Concomitant Use of Antacids

Antacigs may ba given concomitantly if needed.

Dosage Adjustment tor Patients with Moderste or Severs Renal insufficiency

In adult patients with moderate {creatnine clearance <50 mtmin) or severe (crmlnme
cisarance <10 mi/min) rem i the elimi hait-lite of

for patients with severs renal insutficiancy, it may exceed 20 hours, reaching appm)umamly
24 hours in anuric patients, Since CNS adverse effects have been reported in patients with
modarate and Severe renal msurﬁcznr.y, o avoig excess accumutation of the drug in patients
with modarate or severs renal i , the dose of f idine Tablets USP may b
reduced to hatf the dose or the dosing interval may be prolongad 1o 36-48 hours as indicated
by the patient's clinical response.

Based on the ison of ph for F ing Tablets USP in
adults and pegiatnc patiants, dosags adjustment in pediatnc pahents with sevare renal
insutficiency shou!d be censidared.

(FAM/T-VA-01-APX-C-K-R02-030501}

HOW SUPPUED

famoudine Tablets USP, 20 mg, are beige, round, unscored, film coated tablets. imprinted
“APQ" on one side and “110" abova a ling on the other side. They are supplied as follows:
NODC 60505-0110-1 bottles of 30
NOG 60505-0110-4 botties of 100
NDC 60505-0110-2 bottles of 1000
Famotidine Tablets USP. 40 mg. are light brownish-orange, round, unscored, film
c03teg tablets, imorinted “APO™ on one side and "1117 on te other side. They are
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Benign Gastric Ulcer

Acute Therapy

The recommended adult oral dosage for active benign gasing ulcar 1s 40 mg once a day
at bedume.

Gastroesophagsal Rettax Disease (GERD)

Ths recommended oral dosage for treatment of adutt patients with symptoms of GERD is
20 mg b.i 0. for up o 6 weeks The recommended oral dusago for the treatment of adult
patents with esophagitis inciuding erosions and
due to GERD is 20 or 40 mg b.1.0. for up to 12 wasks (see cuulcu PHARMACOLOGY iN
ADULTS, Clinical Studies).

Dosage for Pedlatric Pallents

See PRECAUTIONS, Pedlatric Pallents.

The studies descnibed in PRECAUTIONS, Pedlatric Palisnts suggest the following starting
doses i pediatric patients 1-16 years of age:

Paptic vicer - 0 5 mg/kg/day p.o. at bedtme or divited b.i.d. up to 40 my/day.
Gasiroasophageal Refiux Disease with or without esophagitls including eroslons and
ulcerations - + mo/kg/day p.o. divided b.id. upto 40mgbid.

Whiis published uncontrolied studies suggest of ing in the

of gastrossophageal reflux disease and peptic ulcar, data in pediatric pabsnts are insutficient
n estabhsh percent response with dosa and duration of therapy, Therefore, treatment duration
(initially based on adult duration mmmmenuauons) and dose shouid be individualized based
on clinical and/or pH dh ion (gastric of geal) and

Published uncontrolled ciinical studies in pediatric patients have employed doses up o
1 mg/kg/day for peptic uicsr and 2 m/kg/day for GERD with of without esophagitis including
erosions and uicerations.

No p i orp ic data are available on pediatric patients under
1 year of ags.

Pathologicai Hypersecratory Conditions (e.g., Zollinger-Ellison Syndrome, Multiple
Endocrine Adenomas)

The dosage of Famatigine Tablets USP In patients with
varigs with the individua! patient. The adutt oral starting dose for pamolomm!
hyparsecretory conditions 1s 20 mg g 6 h. In some patients, a higher starting dose may be
required. Doses Should be adjusted to individual patient needs and should continue as long
as clinically indicated. Doses up to 160 mg q 6 h have besn admenistsred to some aduit
patients with severs Zollinger-Eilison Syndrome.

Ors) Susptmlon

may ba i for i tablats in any of the above
muuzﬂuns
Orally Disintegrating Tabists

Famonhdine oratly disintegrating tablets may be subsnmted for famotidine tblets in any of
the above at the sams sages.

Concomitant Use of Aatacids
Antacids may be given concomitantly if needed.

Dosage Adjustment for Patients with Mederata or Severs Renal Insufficluncy

In agult patients with moderate (creatinine clearance <50 mU/min) or sovers (creatining
clearance <10 mU/min} remal i the hati-ife of

For patients with severs renal insufficiency, it may exceed 20 hours, reaching approximatsly
24 hours in anuric patients. Since CNS adverse sffacts have been reported in patients with
moderate and severe renal i jency. to avoid excass jon of the drug in patients
with or sevare renal i i the dose of Famotidine Tablets USP may be
reduced to half the dose oOr the dosing interval may be prolonged to 36-48 hours as indicated
by the patient's climcat response.

Based on the ison of for f idine Tablets USP in
adults and pediatric patients, dosage ad]ustmam in pediatric patients with severs renal
insufficiency shouid be considsred.
(FAM/T-VA-01-APX-C-K-R02-030501)
HOW SUPPUIED

Famotidine Tablats USP. 20 myg, are beigs, round, unscored, film coated tablets, imprinted
“APO" on one side and “110” above  lins on the other side. They are supplied as follows:
NOC 60505-0110-1 botties of 30

NDC 60505-0110-4 botties of 100

NOC 60505-0110-2 bottles of 1000

Famotidine Tablsts USP, 40 mg, are light browmish-orange, round, unscored, film
coated ladlets, imprintad “APO™ on one sids and 1117 on the other sids. They ars
supplied as follows:

NDC 60505-0111-1 bottles of 30

NDC 60505-0111-4 bottles of 100

NOC 60505-0111-2 botties of 1000

Storage

Store at controfiad room tsmperature 15° - 30°C (59° - 86°F){see USP]. Protect from
moisture. Dispenss in a tight, light-resstant container [see USP).

TORPHARM
FAMOTIDINE TABLETS USP
20 mg and 40 mg
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TorPharm Apotex Cor.
Etobicoks, Omario Weston, Florida
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