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; Axid |
& (nizatidine) Oral Solution :
S o i
o 5 93 1
£ o i
=3 [ = ,__-E" % S B i=p=y Description: Nizatidine (USP) is a histamine H.-receptor antagonist. Chemically, it is N-
f= i = £ 2 L 2t 55 w’ﬁ [2-[[[2-[(dimethylamino)methyl]-4-thiazolyl]methyl]thio]ethyl]-N “methyl-2-nitro-1,1-
A RES [=] -% ; 8 o 8= Lo ethenediamine.
E= :.; SOLE S e o g 5 S« The structural formula is as follows:
38 2o8ceg 25 EB=
B ResCESE 585 5= 8 CH.N(CH
SE V582288 8aS =< R S 2N(CHs)z
a
—8Fe, 822 SEg> S = NHCH,
S LSS0, = =8 & oo X / \ /
28 ST 8325 SS£552 &
2 2 —
o SE HhILLx &2 =25TATa & O:NCH=C N
< - NHCH.CHzSCH
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© o & Nizatidine
~
%) o
© -~ ° d | ) Nizatidine has the empirical formula C:.H:N:O:S. representing a molecular weight
[*] q-) Y Q of 331.47. It is an off-white to buff crystalline solid that is soluble in water. Nizatidine
g ' E E (e} has a bitter taste and mild sulfur-like odor.
@ (: oy S [0) Axid Oral Solution is formulated as a clear, yellow, oral solution with bubble gum
I~ = ~ : < [e) flavor and each 1 mL contains 15 mg of nizatidine. Axid Oral Solution also contains the
— m 3 O N inactive ingredients methylparaben, propylparaben, glycerin, sodium alginate, purified
N - ° .gg water, sodium chloride, saccharin sodium, sodium citrate dihydrate, citric acid
‘ b ) -l >‘ - c anhydrous, sucrose, bubble gum flavor, artificial sweetness enhancer, and sodium
m E E mg o hydroxide.
s
N i t§ Lt Clinical Pharmacology in Adults: Nizatidine is a competitive, reversible inhibitor of
- m Q N histamine at the histamine H.-receptors, particularly those in the gastric parietal cells.
L h m x Antisecretory Activity—1. Effects on Acid Secretion: Nizatidine significantly inhibited
R Q o v m nocturnal gastric acid secretion for up to 12 hours. Nizatidine also significantly inhibited
gastric acid secretion stimulated by food, caffeine, betazole, and pentagastrin (Table 1).
Table 1. Effect of Oral Nizatidine on Gastric Acid Secretion
Time After % Inhibition of Gastric Acid
Dose (h) Output by Dose (mg)
20-50 75 100 150 300
Nocturnal Upto10 57 - 73 - 90
Betazole Upto3 - 93 - 100 929
Pentagastrin Upto6 - 25 - 64 67
Meal Upto4 41 64 - 98 97
Caffeine Upto3 - 73 - 85 96
2. Effects on Other Gastrointestinal Secretions—Pepsin: Oral administration of 75 to
J 300 mg of nizatidine did not affect pepsin activity in gastric secretions. Total pepsin |
output was reduced in proportion to the reduced volume of gastric secretions.
COP66ES ON USRS ni DHIONI I8 PapUsIX: Intrinsic Factor: Oral administration of 75 to 300 mg of nizatidine increased betazole-
® stimulated secretion of intrinsic factor.
Serum Gastrin Concentration: Nizatidine had no effect on basal serum gastrin
concentration. No rebound of gastrin secretion was observed when food was ingested
12 hours after administration of nizatidine.
3. Other Pharmacologic Actions—

a. Hormones: Nizatidine was not shown to affect the serum concentrations of
gonadotropins, prolactin, growth hormone, antidiuretic hormone, cortisol,
triiodo-thyronine, thyroxin, testosterone, 5 a-dihydro-testosterone,
androstenedione, or estradiol.

b. Nizatidine had no demonstrable antiandrogenic action.

4. Pharmacokinetics—The absolute oral bioavailability of nizatidine exceeds 70%.
Peak plasma concentrations (700 to 1,800 ng/L for a 150-mg dose and 1,400 to 3,600
ug/L for a 300-mg dose) occur from 0.5 to 3 hours following the dose. Plasma concen-
trations 12 hours after administration are less than 10 ug/L. The elimination half-life is 1
to 2 hours, plasma clearance is 40 to 60 L/h, and the volume of distribution is 0.8 to 1.5
L/kg. Because of the short half-life and rapid clearance of nizatidine, accumulation of the
drug would not be expected in individuals with normal renal function who take either 300
mg once daily at bedtime or 150 mg twice daily. Nizatidine exhibits dose proportionality
over the recommended dose range.
The oral bioavailability of nizatidine is unaffected by concomitant ingestion of the
0024¥LL Al ) anticholinergic propantheline. Antacids consisting of aluminum and magnesium
‘ou| ‘s[eolnadeuLIBYd JUBleY 0020 — Q hydroxides with simethicone decrease the absorption of nizatidine by about 10%. With
[} «Q food, the AUC and Cay increase by approximately 10%. In humans, less than 7% of an
VSN NI 3.LNIHd o)) o) oral dose is metabolized as N2-monodesmethylnizatidine, an H.-receptor antagonist,
© which is the principal metabolite excreted in the urine. Other likely metabolites are the
VSN ‘88620 N ‘18ulo) Aueqi] D_ w N2-oxide (less than 5% of the dose) and the S-oxide (less than 6% of the dose).
PeOY US|V 011 More than 90% of an orally administered dose of nizatidine is excreted in the urine
sileyy [ed1paN within 12 hours. About 60% of an oral dose is excreted as unchanged drug. Renal
“ou ‘s|eo|1neoEL-uJEqd IU-EIIGH clearance is about 500 mL/min, which indicates excretion by active tubular secretion.
0 saulnbiu |eaipaiy ssalbpv Less than 6% of an administered dose is eliminated in the feces.
o h Moderate to severe renal impairment significantly prolongs the half-life and
‘ ‘ decreases the clearance of nizatidine. In individuals who are functionally anephric, the
vsr.]wll(?g:ﬁ]o\(g}‘o;g?:ﬁﬂ half-life is 3.5 to 11 hours, and the plasma clearance is 7 to 14 L/h. To avoid
OOLSV L L l 3 accumulation of the drug in individuals with clinically significant renal impairment, the
amount and/or frequency of doses of nizatidine should be reduced in proportion to the
. . A severity of dysfunction (see Dosage and Administration).
vsn ?96[0 N eulog Aear Approximately 35% of nizatidine is bound to plasma protein, mainly to «:-acid
oul swauneoeuueud juetiey glycoprotein. Warfarin, diazepam, acetaminophen, propantheline, phenobarbital, and
+0} paimoenuE propranolol did not affect plasma protein binding of nizatidine in vitro.
I At a dose of 150 mg, the Axid Oral Solution (15 mg/mL) is bioequivalent to nizatidine
ONI ‘STYIILNIOVIN YHS les.
ueifo, o
J ,I H Clinical Pharmacology in Pediatric Patients:
Pharmacokinetics
Table 2 presents pharmacokinetic data of nizatidine administered orally to adolescents
00z eunp with gastroesophageal reflux (GER) and healthy adults. Pharmacokinetic parameters
for adolescent patients ages 12 to 18 years are comparable to those obtained for adults.
Ao xy
a Table 2. Phar of Oral
P Cmax  Tmax  AUCo  CLF  VdF  Tiz
, % Age Range  Formulation Dose (ng/mL) (h) (ng-h/mL) (L/h) () (h)
§ [ 1218 yr Capsule 150mgSD 14229 1.3 37642 410 714 12
H O Adolescents 150mgSS 14802 14 3776.1 41 742 13
| o with GER
H +—=
1 ® Healthy Capsule 150mgSD 13676 1.0 37031 419 834 14
: = Adults Oral Solution 150mgSD ~ 1340.6 0.8 36109 430 864 14
: [} AppleJuice  150mgSD 7628 1.3 26941 575 1423 17
T SD=single dose _SS=steady state
: ko] Administration of nizatidine capsules in apple juice results in 27% reduction of nizatidine bioavailabilty.
! o
i L Pharmacodynamics
i Pharmacodynamics of nizatidine were evaluated in 48 pediatric patients. These data
suggest that gastric acid suppression is similar to that observed in adult studies (Table 3).
Table 3. Phar of Oral
Age % Time % Time AUEC 120
pH>3 pH>4 (pHeh)
12-18 years 57 42 414
= © ) Adults 31 19 348
—
-~ D
()] N~ «Q Clinical Trials (Adults)—1. Active Duodenal Ulcer: In multicenter, double-blind,
()] [Te) D placebo-controlled studies in the United States, endoscopically diagnosed duodenal
© Al ulcers healed more rapidly following administration of nizatidine, 300 mg h.s. or 150 mg
D_ n B b.i.d., than with placebo (Table 4). Lower doses, such as 100 mg h.s., had slightly lower
" effectiveness.
“Jaurejuo9 jueysisal-ybi| ‘b ul asuadsip pue [ainjeladws) Wooy pajosuo) _..E
dSN 298] (4,98 - 65) D.0€ - oS 0} pepiwied suoIsInNoXe ‘(d./2) D.G2 18 @101 ) Table 4. Healing Response of Ulcers to Nizatidine
29-L71-92259 #OAN — (20|} 91) W 08Y Jo samog qc_) Nizatidine Placebo
:Se 9|qe|iene ‘Jone)) wnb ajqgng yum : 300mg h.s. 150 mg bid.
¢ ¢ Number  Healed/ Number Healed/ Number  Healed/
uoin|os [e10 ‘MOJjoA Ueajo B Se paje|nuuIo} i Jw/Bw L uonn|os [ei0 (_e:;z!:‘ﬂdzr!‘us) 5\!;: .,i_) Entored  Evaluable Entored  Evaluable Entored  Evaluable
A [4v] STUDY 1
‘palen|eAs Usaq 10U aABY ainjie) [eual Yim sjusiied oLjelpad Ko Week 2 276 93/265 (35%)* 279 55/260 (21%)
ul uoloNpal asop siy} Jo S1oaye [eoluljo ey A|Bulpioooe paonpal sulpieziu jo asop —_ S'I\!\L’JeDer; 198/259 (76%)* 95/243 (39%)
18y} 8ABY PINOYS UIW/TW OG UBY) SS8| S80UBIBS[O aUlUNEaId Yim sjualed oLjelped S Week2 108 24/103 (23%)" 106 271101 (27%) 101 9/93 (10%)
quawnredw [euas yum sjuened Aiapje Ul elep onaunooewieyd ay) uo paseg |(_> Week 4 65/97 (67%)" 66197 (68%)* 24/84 (29%)
‘palen|ens Usaq 10U 8ABY ainjie) [eual Yim sjusied STUDY 3
ul uononpai abesop sy} Jo syoaya [eoluld ay | AiBulpioooe paonpai aq pinoys sjusied Week 2 92 22/90 (24:/::)T 98 13/92 (14:/0)
yons 1o} asop ay) Juswiiedwl [euss yyum sjusied Ul elep oneujodewseyd uo peseq xv"zz:g 233? Eg;ég: igﬁg 83"2
‘PUB ‘UILU/TW OS UBY) SS3] JO S30UBIES|D SUIUIEaID aAey Aew sjuaned Aiaple swos
*P<0.01 as compared with placebo. +P<0.05 as compared with placebo.
shep ¢ Aiane B ulw/w 0z>
fep Jle:lO f1on0 ﬁu?gél ulw/'/|1w 0?;02 2. Maintenance of Healed Duodenal Ulcer: Treatment with a reduced dose of
as0q eouéjeabieuluae,lo nizatidine has been shown to be effective as maintenance therapy following healing of
Adesoyy soueusjurely ) active duodenal ulcers. In multicenter, double-blind, placebo-controlled studies
N conducted in the United States, 150 mg of nizatidine taken at bedtime resulted in a
Kep Jayjo Asane Bw 051 ulw/w o> significantly lower incidence of duodenal ulcer recurrence in patients treated for up to 1
Ajrep Bw 0G1 uiw/w 05-02 e year (Table 5).
3500 SoUEIes)) suNear)
199]n duises ubluag pue ‘gyIo “499|N [euapong aARdY Table 5.
Percentage of Ulcers Recurring by 3, 6, and 12 Months in
{SMOJ[0} SE PRONPa) 8q PINOYS UoRIUNSAp [eual Lim sjuaiied 1o} asop Double-Blind Studies Conducted in the United States
oy 1—Aouaioiynsu| feusy a1aAas o} 81IaPOY YU SluslEd Joj Juawsnipy abesoq o
<5jooM B0 0 dn 80 B UONEINP BUISOP BUL ‘DB Month Nizatidine, 150 mg h.s. Placebo
00€ S! Od dulpieziu 1o} asop Ajrep wnwixew ay] “(p/Bw 0og) "p1rq Bw 0G| sI ebesop 3 13% (28/208)* 40% (82/204)
Ay} 4ap|o 10 sieak | syusied ouelpad 104—3SESSIg XNjjoY [eabeydosaoIseD 6 24% (45/188)* 57% (106/187)

"$yeaMm 1yBle 0} dn aq Aew uopeinp 12 34% (57/166)* 64% (112/175)
Buisop 8y "p/Bu 00E St Od SUIPIEZIU 10} 85OP Ajfep wnuwixew ay L “(p/Bu 00g) 'P'1'q ~P<0.001 a5 compared wih placebo
Bw 0G| s1 abesop ay) 4ep|o Jo s1eak z| sjuaied oujepad Jo4—STIBEI0oST SAISOIT . i

:papinoid aie suoiepuswwoosl abesop Buimojjoy ay 3. Gastroesophageal Reflux Disease (GERD): In 2 multicenter, double-blind,
('prq ‘dsi ) ‘prq B 0G| S suipiezIu o aBesop sy 4ep|o pue sbe Jo siesk | siusied placebo-controlled clinical trials performed in the United States and Canada, nizatidine
ouelped Jo4 Jepjo 1o ebe jo sieak z| suaned oujeipad Joj paleoIpUI SI UOHN|OS was more effective than placebo in improving endoscopically diagnosed esophagitis
[BIO PIXY "SUIpIEZIU JO B G| SUIBIUOD UON|OS [0 JO W Yoe3—BuIsoq oujepad and in healing erosive and ulcerative esophagitis.
“UON|OS [BI0 BUY In patients with erosive or ulcerative esophagitis, 150 mg b.i.d. of nizatidine given to
10 S8S0p JuBJEAINbS BUISN SUONESIPUI BACGE BU) JO AUE 10} PAINIISANS 8q ABW UOANIOS 88 patients compared with placebo in 98 patients in Study 1 yielded a higher healing
[BIO PIXY ‘SHNPE Ul "auiplieziu Jo Bw G| Sulejuoo uonn|os [el0 PIXY Jo Jw yoeg rate at 3 weeks (16% vs 7%) and at 6 weseks (32% vs 16%, P<0.05). Of 99 patients on
: -UONBIOS £ ) o nizatidine and 94 patients on placebo, Study 2 at the same dosage yielded similar
pinous e1eo ‘wewleenu;’nfsij?e:ﬁj?lf)zz‘;erlzlsl: 3;30/\2:!‘:1ﬁggijl;ilzgfgz::‘fgbﬂ?:: :g o T results at 6 weeks (‘)21 % vs 1 1%’? P<0.05) and );t 12 weeks (29% vs 1%%),’ P<0.01).
Jsyye uenib B 0Og S 86eSOp [B10 PapUBLILIODa) B | —I8d)) dLSeL) ubjueg ey — o . In_ addmon_, relief of asso_matgd Ije_artburn was greater in patients tre_ated _wnh
Arep 00IM) BLU 0G| S UNGLESY POJEID0SSE PUE ‘SUOREISO|N ‘SUOISOID JO JUBWIESI} [ Q@ nizatidine. Patients treated with nizatidine consumed fewer antacids than did patients
" ) . ) | ' treated with placebo.
9L 10} SHNPE Ut SBBSOP [B40 POPUSILIODI BUL—9sBasI] XY [0bEd0s2045ED g) (0] reieA(;NtiIvepB?eCneigﬁ Gastric Ulcer: In a multicenter, double-blind, placebo-controlled
awnpaq je Ajrep aouo Bw oG s N T ’ Lo .
SHNDE 1o} SBESOP (10 PAPUBLILICOSI S L—i80)] [EUSPONG PJEBH 1O SOUBLSIIBN o [é)] study conducted in the United States and Canada, endoscopically diagnosed benign
. . gastric ulcers healed significantly more rapidly following administration of nizatidine than
‘Arep @0y Bw 0G| st uswifai abesop aaeus)e uy ‘awnpaq e Ajrep of placebo (Table 6).
20uo Bw QOE ! SYNPE 10} 96ESOP [E10 PAPUBLLLIOIRI BY1—I89)1) [BUSPONQ MDY P )
‘uonelisiuIWpPY pue ebesog Table 6.

"poytew sty Aq Apoq sy wouy panowias Apusiole aq o} pajoadxe Week T Healing R vs. Placebo
10U S| BUIPNEZIU ‘UONINGLISIP JO dWNjoA 8B1e| )i 0} 8NP ‘Jenamoy ‘pajelisuowsp e reatment ealing Rate P-value*
AjaAIsn|ou09 Usaq Jou sey Apoq ay) Wolj sulpleziu aAowal o} sish[elpoway 2 Nizatidine 300 mg h.s. 52/153 (34%) 0342
jo Ayjiqe ay | ‘Adesayy eaipsoddns pue Buliojiuow [eaiuljd yum Buoje paiapisuod — n
8q pinoys abene| 10 ‘SIS ‘[E0OIBYD PBIBAIOE JO 8SN ‘SIN000 BBBSOPISND §| Nizatidine 150 mg b.i.d. 65/151 (43%) 0022

“ueied 1noA ur sonury Bup fensnun pue ‘sBnip Buowe uonoesBul Placebo 48/151 (32%)
‘sasopiano Bnip ajdninw jo Ayjigissod ayy Jepisuod ‘ebesopiano Buibeuew u| (Had) 8 Nizatidine 300 mg h.s. 99/153 (65%) 0.011
20uBIBIaY YS9 ,SUBIOISALL BU) Ul PalSI| S4B S1S1UID |0UOD UOSIOd PalLIed Jo Nizatidine 150 mg b.i.d. 105/151 (70%) 20.001
slaquinu auoyda|a] "18}ua) [04U0D UOSIOd [euoiBay paliied InoA si 82inosal pooh Placeb S15T (5%
© ‘9S0PI9A0 JO JUBIEAI] S} INOGE UONEWIOJU! 81ep-0}-dn UIBIGO 0] —juswieal] acebo 78/151 (52%)

“sjuena esienpe jueolubis Ajfeoiulo “P-values are one-sided, obtained by Chi-square test, and not adjusted for multiple comparisons.
}/‘(‘éﬁ/g:/lglf?fz\:ﬁ;:;zvloe;::if:f;:ﬁg%:z:;\;zf\o%e?éeﬁ|gg ;e;?szzﬁlgﬁﬁggﬁ In a multicenter, double-blind, comparator-controlled study in Europe, healing rates
. S " for patients receiving nizatidine (300 mg h.s. or 150 mg b.i.d.) were equivalent to rates
‘sjualied ouerped 95z Ul BUIPREZIU JO Sfew} einsodxe oueipad yeom-g om) 8y ul for patients receiving a comparator drug, and statistically superior to historical placebo

“Alannoadsa. By/Bw geg control rates.
pue Byy/Bw |0g 2Iom sSnow pue Jes 8y} Ul SOSOp [BYIS] UBIPSW SNOUSABIIU| ‘[EY18] 10U
a1em shesiuow ui BB 00z | 10 pue sBop ul Byy/Bu 00g Jo Sesop [e10 BjBuIS “esyLEIp Indications and Usage: Axid Oral Solution is indicated for up to 8 weeks for the
PUE ‘SISOIW ‘SISOLIS ‘UOIIBAIES ‘UoBWILIoe| Buipnjoul ‘sjoaye adAl-oiBiaulioyo payqIuxe treatrqent of actlvg dupc!engl ulcer. In mlost patients, the ulcer will heal within 4 yveeks.
aABY BUIPIEZIU JO SBSOP 8BIB| PAAIOaI Y} S[EWIUE 1S8] 'SUBWNY Ul SUIPIEZIU Axid Oral Solution is indicated for maintenance therapy for duodenal ulcer patients at
0 6BSOPIOND UyM B0UBLIadX® [BOIUID B[] S| 818U L —SWOldWAS pue Sub) — a reduced dosage of 150 mg h.s. after healing of an active duodenal ulcer. The
$ P ';ajesunooue aq eslopje/\lo ué q!_,ns plntl)ﬂ-s opinb e se ;gs o papﬁo}d consequences of continuous therapy with nizatidine for longer than 1 year are not known.
s1 Bumolo} oy ‘AjoJel pajiodal Uaaq SABY SUIPHEZIU JO SOSOPIBAQ :aBESOPIBAD ~ Axid Oral Solution is indicated for up to 12 weeks for the treatment of endoscopically
diagnosed esophagitis, including erosive and ulcerative esophagitis, and associated
“UoNN|OS [BIQ PIXY YNIM INJD0 OSs[e heartburn due to GERD.
Kew suipneziu 1o} pariodes suopoeas 8s1enpe 8y ‘skep €2 10} ‘p'rq By/Bw g'g uonnjos Axid Oral Solution is indicated for up to 8 weeks for the treatment of active benign
[e10 pixy Bunfe seye sisoubelp 533 Aq ainzies e paousuadxe j08lans suQ sjuered gastric ulcer. Before initiating therapy, care should be taken to exclude the possibility of
QWOS Ul pajou a1am (NN X g-|) 9Seulwesuel} WNISs Ul SUolleAs|d pliN Alianes malignant gastric ulceration.
Ul 9}eI8POW IO P|ILL BI19M SJUSAS BSIBAPE }SOJA 'YBnoo pue uonsabuod [eseu ‘Ajjiqeil In pediatric patients, Axid Oral Solution is indicated for ages 12 years and older. Axid
‘Buwon ‘eayurelp ‘sibukreydoseu ‘eixalAd a1am (%G <) seousliadxe asionpe Oral Solution is indicated for up to 12 weeks for the treatment of endoscopically
[ediound sy "pajels|o] |om pue ajes Ajjeseusb aq 0} punoj sem sulpneziu ‘(sieek g| o} diagnosed esophagitis, including erosive and ulcerative esophagitis, and associated
2z obe) syuaned oujeipad ul sjew) [eo1uljo Pajjojuod U] :(J11BIPad) SUOIoBaY 9SI9APY heartburn due to GERD.
‘paliodal usaq aABY UOHEIISIUILIPE SUIPIIEZIU O} Paje[e) BaSNEU pue ‘4ans) ‘eljydouisog Contraindication: Axid Oral Solution is contraindicated in patients with known
‘papodas sem siselyyjoydau 1o nob yum pajeroosseun elwaduniadAH—isayl0 hypersensitivity to the drug. Because cross-sensitivity in this class of compounds has
“paLIN220 aAey douajodwi jo sodey—AseuLnojues) been observed, H.-receptor antagonists, including nizatidine, should not be administered
*9SN BUIPHEZIU YHM UoRouN[uod to patients with a history of hypersensitivity to other H.-receptor antagonists.
ut Ala1eJ pe1Inod0 BABY SUONOES 83I|-SSBUIS wmzs_a’oum E(SE /LPOQ Precautions: General—1. Symptomatic response to nizatidine therapy does not
“Papodal usag aney (eljiydoulsod reclude the presence of gastric malignancy.
pue ‘ysel ‘ewapa |eabukie| ‘wsedsoyouoiq ‘69) suonoeal Ayanisuesiadhy P 2. Becausz nizatidine i?s excreted Srimarﬁy by the kidney, dosage should be reduced
Jo saposids aiey 'peuo‘de,l U9aq 9ABY BUIPIEZIU JO UOHEJISIUIWPE Buimol|o) in patients with moderate to severe renal insufficiency (see Dosage and Administration).
sixelAydeue Jo saseo asel ‘sisiuoBelue 10jdedal-H Jayio yim sy —AyasuasiodAH [e)) o 3. Pharmacokinetic studies in patients with hepatorenal syndrome have not been
‘Alael papiodal useq sey SINNOSEA "papiodel Q done. Part of the dose of nizatidine is metabolized in the liver. In patients with normal
OS[E 219M SIHIEULISP SABIOJXE PUE USeY 'sluaiied pajeasl-0geoed u uey) -eulpleziu ul ) (e} renal function and uncomplicated hepatic dysfunction, the disposition of nizatidine is
Apuenbayy siow Apueoyiubis pajiodes asem elEOILIN pue Buleams — ejuswnbaju % o) similar to that in normal subjects.
‘pepiodal useq eney eindind oluadoifooquioiyy Laboratory Tests—False-positive tests for urobilinogen with Multistix® may occur
10 sased aley "sbnup Jayjo Buie) sjiym eluadojfooquioiy) paousiiedxe pey jusned o (o2} during therapy with nizatidine.
SIY} ‘suoIseo0 snoinaid uQ ‘jsiuobejue 10)deoai-?H Jayjoue pue suIpieziu Yim pajeal} Drug Interactions—No interactions have been observed between nizatidine and
sem oym jualjed e ui papodas sem eluadojfooquioiy) [ered ‘syusied pajeal-ogedeld uy theophylline, chlordiazepoxide, lorazepam, lidocaine, phenytoin, and warfarin.
uey) -aulpiieziu u Ajjusnbauy aiow Apueoyiubis pajiodas sem elwauy—oibojojewaH Nizatidine does not inhibit the cytochrome P-450-linked drug-metabolizing enzyme
“PaLIN020 BlySeW09auABb Jo spodal aley ‘ogeoe|d uanib system; therefore, drug interactions mediated by inhibition of hepatic metabolism are
asouy} Aq pue auipieziu paaieoas oym sjusied Aq Aousnbauy sejiwis yum papiodeal aiem not expected to occur. In patients given very high doses (3,900 mg) of aspirin daily,
opIqI| paseas0sp pue sousjodul| “dulpieziu 0} anp AyAioe olusboipuenue Jo souspine increases in serum salicylate levels were seen when nizatidine, 150 mg b.i.d., was
oUu Pamoys sjel} [esluljd pajouod pue salpnjs ABojooew.eyd [esiuli)—aunoopusg administered concurrently.
“‘papodal Usag SABY UOISNJUOD [BJUSW B|]ISIONaI JO SaseD Bled—SND Carcinogenesis, Mutagenesis, Impairment of Fertility—A 2-year oral carcinogenicity
‘spalgns pereanun study in rats with doses as high as 500 mg/kg/day (about 13 times the recommended
€ Ul pUE SUIPIEZIU PAISISIUIWPE S[ENPIAIPUI Z Ul PALINOO0 BIPIBOAYO.] JE|NdLIUAA human dose based on body surface_ area) shov_ved no evidence of a_cal_'cinogenic eﬁeqi.
i o e ot eps it _apcosepns e e s
“QUIPIIEZIU JO UOIEBNUNUODSIP JOE SaNiewiouqe g ¢ A - In a 2- ) ! €
8y} Jo [esIanal ypm periodel usaq aaey sdlpunel yum Ainful onelsejoyo pue carcinogenic effect in male mice; although hyperplastic nodules of the liver were
JTeinjleoojedey PaxiW IO OEISBI0YD JO SASED arey “papodal useq oAey soipunel pue |ncreased in lhg hl_gh-dose males as compared with _placebo. Female mice given the
sireday “UOIONPOLIUI 183JBW SOUIS “BUIPHEZIU JO UOHENUIUODSIP JOYR S|qISISNs) aiem z'gh cli)osedof n'ia‘(;d'neéa’ooo mg/krg];/daya about 27" “"“ef :he "reclom‘rpentie‘d human
SalELIOUGE Iy "SjuaNed pajess-0geoeid Ui SanIewouqe SWAZUS IaAI JO 81l U} in hopatis carcinoma and hey :rti:a)n:dmfh perplasia with no numerical increase seen
wouy soyip Apueoyubis Jou pip “Jeremoy ‘feutiou Jo Juij seddn au} sewn € 0} SUOREAS| in anpof the other dose roups The rate of ?’1’; aptic carcinoma in the high-dose animals
2:; Tﬁ;ezgigﬁ?zﬁ;s ;m:ua:?f:/or; }30?9‘;!51?2?9:?51) ;Z[LI Agggi:gg T;gg was \yvithin the historical ?:on(,raol. limits seen for[:he strain of mice used. '?'he female mice
o 1oL ‘e B were given a dose larger than the maximum tolerated dose, as indicated by excessive
;c;;omz/;efSglxézmeijegnsedleuxmsjis;zg::zw Zusfuzzgauu:);paeuajfjkfﬂqec;md © A|f1[gsso(} (30%) weight decrement as compared with concurrent controls and evidence of mild
P! sl 'p 1eu q el L1v] 1dOS LISV liver injury (transaminase elevations). The occurrence of a marginal finding at high dose
109S) sisa} swAzus Jan|| pajeas|e Aq peouspine ‘Ainlul JejnjjeooyedeH—onedoH . A N . N ) .
“oUPIEL A POSITED GIoM GSOL) JOEOUM SULLISIOP only in animals given an excessive and somewhat hepatotoxic dose, with no evidence of
. e - a carcinogenic effect in rats, male mice, and female mice (given up to 360 mg/kg/day,
01 8|qissod jou sem i :paliodal 0S|e B1oM SUBAS UOWLIOD §SB| JO AlalieA ¥ about 5 times the recommended human dose based on body surface area), and a
“pepnjour a1e sjusied pejeal}-euIpieZIU JO %1 1Se8| Je Aq pepiodal sjueng ] negative mutagenicity battery are not considered evidence of a carcinogenic potential
for nizatidine.
60 (o eidoAjquiy Nizatidine was not mutagenic in a battery of tests performed to evaluate its potential
. . sasuag |eroadg genetic toxicity, including bacterial mutation tests, unscheduled DNA synthesis, sister
€ L S“!JS"E‘C' chromatid exchange, mouse lymphoma assay, chromosome aberration tests, and a
b o sobepuaddy puue}:ms gl L eibjeAn micronucleus test.
0z 0z posealoul ‘4bnoy |e1ojsonasniy In a 2-generation, perinatal and postnatal fertility study in rats, doses of nizatidine up
I ve ;slusnuls 80 o JOPIOSIP YOO to 650 mg/kg/day (about 17.5 times the recommended human dose
1'e e snibukieyq el s yinow Aig based on body surface area) produced no adverse effects on the reproductive
96 8'6 sy 69 cL eayuelq performance of parental animals or their progeny.
Aiojendsay annsabiq Pregnancy—Teratogenic Effects—Pregnancy Category B—Oral reproduction
80 'L SSBUSNOAIBN 60 2’k uapiooe Kunlul studies in pregnant rats at doses up to 1500 mg/kg/day (about 40.5 times the
i 8t Raixuy b L Lg:uoa;m recommended human dose based on body surface area) and in pregnant rabbits at
9:1 G.L ddudjouwosg 1.3 9.3 “!ilu‘:ego doses up to 275 mg/kg/day (about 14.6 times the recommended human dose based on
61 61 sweaip 'Z'Iﬂﬁggj gg ég : H}E\; body surface area) have revealed no evidence of impaired fertility or harm to the fetus
gg 55 séeu|12|(]| 9g1 991 GHOEPE.SH due to nizatidine. There are, however, no adequate and well-controlled studies in
snonteN ajoym e se Apog pregnant women. Because animal reproduction studies are not always predictive of
T T ; . T ; human response, this drug should be used during pregnancy only if clearly needed.
622 1=N)  (#69'2=N «Juan3g asianpy 62L'L=N)  (#69'2=N «uan3 asianpy Nursing Mothers—Studies conducted in lactating women have shown that 0.1% of
AS A AS Al
0Go0eld  SupREzIN Jueishs fpog 0900PId  eupHezN Jueisls fpog the administered oral dose of nizatidine is secreted in human milk in proportion to
Buniodey Suened Buniodoyl Susned plasma concentrations. Because of the growth depression in pups reared by lactating
1o oot 1o oboniooion [o0] o rats treated with nizatidine, a decision should be made whether to discontinue nursing
EpeuE) pue SajelS PaunN Ay} Ul el [eatun) o)) QO or discontinue the drug, taking into account the importance of the drug to the mother.
PaIIONU0D-0G828|d Ul SJUBAT - Py e 0 o)) (e} Pediatric Use— Effectiveness in pediatric patients <12 years of age has not been
: D = [0 (0] established. Use of nizatidine in pediatric patients from 12 to 18 years of age is supported
LelqeL o ~ by evidence from published pediatric literature, adequate and well-controlled published

‘paipnis uoie|ndod sy Ul 1.1 80UBPIOUI 108YS-BPIS U} O} SI0j08) studies in adults, and by the following adequate and well-controlled studies in pediatric
Bnip-uou pue Bnip Jo UONNQLIUOD aAlelel au Bulewse 10} siseq awos apiroid seinbiy patients: (see DOSAGE AND ADMINISTRATION)

P30 8y "sfels} pajjo43u0d-0qaoeld ul pajedionied oum sjusied pajeaii-aulpieziu Clinical Trials (Pediatric). In randomized studies, nizatidine was administered to pediatric
Buowe aiowi 10 %1 jo Aouanbaij e je PaiIN00 Jey)} SJUBAS 3SISNDE SiSI| L dqeL patients for up to eight weeks, using age appropriate formulations. A total of 230 pediatric
—TEPBUED pUB SSIBIS PSJIU() U} Ul SIELLL [BIIUID PSJIOHUCD-0q8IEId Ul SUSDIOU] patients from 2 to 18 years of age were administered nizatidine at a dose of either 2.5
dnoib suipieziu au} Ul UOLULLOD Biow mg/kg b.i.d, or 5.0 mg/kg b.i.d, (patients 12 years and under) or 150 mg b.i.d (12 to 18
ApueoyiuBIs 81am (%10 SA %S'0) BUEOILN PUE (%0 SA %g'0) BIWAUE ‘S[eu} pajj0:juod years). Patients were required to have either sym ic, clinically suspected or
-ogade|d esey} ul SIUBNS BSIBNPE S Buowy ‘0geoed usnb 00} J8r0 pue suIpReZIU endoscopically diagnosed GERD with age-relevant symptoms. In patients 2 to 18 years of
uanib slied 009 19A0 papN|oul BPEUBD PUE SBJelS PaIUN U} Ul S[ew) pajjosiuod age, nizatidine was found generally safe and well-tolerated. In these studies in patients 12
-0qa0E|d "suofeinp Buikien jo saipnis i duipieziu usAI sjualied 000’9 1an0 papnjoul years and older, nizatidine was found to reduce the severity and frequency of GERD
SUIPNEZIU JO S[BL [BOIUIID PR]|0JU0D “OPIMPIOM SHNPY Ul SUOLOBSY 3SI12APY symptoms, improve physical well-being, and reduce the frequency of supplemental
“(LUonensIUILPY antacid consumption. No efficacy in pediatric patients <12 years of age has been
pue abesoq @as) uonoUN [BUSI JO}IUOW O} [NJ@sN aq AeW }I PUB ‘UOIB[eS aSOp e‘stablished‘. Clirjical studies in Patients 2to 12 years of age with GERD, demongtrated no
Ul USE) 8 PiNoys 1eD ‘UoNoUNy [BUSI PasEaId8p aney o} Aja| alow ase sjuaied Alepje difference in either s_ympwm |mpr0vemept§ or healing rates between nizatidine and

asneoag "uonouny [eual paiiedwi yim sjusied ul Jeyealb eq Aew Bnup siy) 0} suonoeal placebo or between different doses of nizatidine.
01X0} J0 s 8y} pue Kaupit o} Ag pate1oxe Aljenuelsans oq o umouy st Brup siyL Geriatric Use— Of the 955 patients in clinical studies who were treated with nizatidine,
i 337 (35.3%) were 65 and older. No overall differences in safety or effectiveness were
: observed between these and younger subjects. Other reported clinical experience has
: not identified differences in responses between the elderly and younger patients, but

uonnjos [ei0 (GU!D!IEZ!U)i greater sensitivity of some older individuals cannot be ruled out.
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