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Appendix F: Iron Therapeutic Product Package Inserts

Ferrlecit®, ferric gluconate

Venofer®, iron sucrose






(Sodium ferric gluconate
complex in sucrose injection)

DESCRIPTION
Ferrlecit* (sodium ferric gl plex in sucrose injection) is a stable macromolecular complex
with an apparent molecular weight on gel chromatography of 289,000 ~ 440,000 daltons, The macro-
molecular complex is negatively charged at alkaline pH and is present in solution with sodium
cations. The product has a deep red color indicative of ferric oxide linkages.

The structural formula is considered to be [NnFc:O,(C‘HK,O.)(C,,HHO,,)S]_L_J..,

Each ampule of $ mL of Ferrlecit™ for intravenous injection contains 62.5 mg (12.5 mg/mL} of ele-
mental iron as the sodium salt of a ferric ion carbohydrate complex in an alkaline aqueous solution
with approximately 20% sucrose wiv (195 mg/mL) in water for injection, pH 7.7-9.7.

Fach mL contains 9 mg ol benzyl alcohol as an inactive ingredient.

Therupeutic Class: Hematinic

CLINICAL PHARMACOLOGY

Ferrlecit* is used to replete the total body content of iron. Tron is critical for normal h

hematacrit than either patients in the low-dose Fertlecit group or patients in the historical control
group (oral iron). Patients in the low-dose Forriecit® group did not achicve significantly higher increases
in hemoglobin and hematocrit than patients receiving oral iron. Scc Table 1.
TABLE 1
Hemoglobin, Hematocrit, and Iron Studies

thesis to maintain oxygen transport. Additionally, iron is necessary for metabolism and various
enzymatic processcs,

The total body iron content of an adult ranges from 2 (o0 4 grams, Approximately 2/3 is in hemoglobin
and 1/3 is in reticuloendothelial (RE) storage {bone marrow, spleen, liver) bound to intracellular for-
ritin. The body highly conscrves iron (daily loss of 0.03%) requiring supplementation of about 1
mg/day to replenish losses in healthy, non-menstruating adults. The ctiology of iron deficiency in
hemodialysis paticnts is varied and can include blood loss and/or increased iron tilization (e.g., from
epoctin therapy). The administration of exogenous epoetin increases red blood cell production and iron
utilization. The increased iron utilization and blood losses in the hemodialysis patient may lead to
absolute or functional iron defici . Iron deficiency is ab: when hematolagical indicators of
iron stores are low. Patients with functional iron deficiency do not meet laboratory criteria for absolute
iron deficiency but d an increase in h lobin/k it or a decrease in epoetin dosage
with stable hetnoglobinhematocrit when parenteral iron is administered.

Pharmacokinetics

Multiple sequential single dose intravenous pharmacokinetic studies were performed on
14 healthy iron-deficient volunteers, Entry critetia included hemoglobin 210.5 gm/dL and transferrin
sawration < 15% (TSAT) or serum ferritin value <20 ng/mL. In the first stage, cach subject was ran-
domized 1:1 1o undiluted Ferrlecit® injection of either 125 my/hr or 62.5 mg/0.5 hr (2.1 mg/min). Five
days afier the first stage, cach subject was re-randomized 1:1 to undiluted Ferrlecit® injection of either
125 mg/7 min or 62.5 mg/4 min (>15.5 mg/min).

Peak drug levels (C...) varicd significantly by dosage and by rate of administration with the highest
C.,, observed in the regimen in which 125 mg was administered in 7 minutes (19.0 mg/L). The ini-
tial volume of distribution (V,..) of 6 L corresponds well to caleulated blood volume, V... did not vary
by dosage or rate of administration. The terminal climination half-life (A,-HL) for drug bound iron
Wwas approximately 1 hour. A,-HL varicd by dosc but not by ratc of administration, The shortest value
(0.85 h) occurred in the 62.5 mg/4 min regimen, the longest value (1.45 h) occurred in the 125 mg/7
min regimen. Total clearance of Ferrlecit” was 3.02 to 5.35 L/h. There was no significant variation by
rate of administration. The AUC for Ferrlecit® bound iron varied by dose from 17.5 mg-h/L (62.5 mg)
10 35.6 mg-IVL (125 mg). There was no significant variation by rate of administration. Approximately
80% of drug bound iron was delivered to transferrin as a mononuclear ionic iron species within 24
hours of administration in each dosage regimen. Direct movement of iron from Ferrlecit® to transfer-
rin was not observed. Mean peak transferrin saturation did not exceed 100% and retumed to near
baseline by 40 hours after administration of each dosage regimen.

Pediarics: Single dose intravenous pharmacokinetic analyses were performed on 48 iron-deficient pedi-
aunic hemodialysis patients. Twenty-ty patients received 1.5 mg/kg Ferrlecit® and 26 patients received
3.0 mg/kg Ferrlecit™ (maximum dose 125 mg). The mean C,,., AUC, ., and terminal ¢limination half-life
values for the 22 patients who received a 1.5 mg/kg dose were 12.9 mg/L, 95.0 mg+he/L., and 2.0 hours,
respectively. The mean C.,... AUC, ., and the terminal climination half-life values for the 26 paticnts who
received a 3.0 mg/yg dosc were 22.8 g™, 170.9 mghr/L, and 2.5 hours, respectively.

I vitrg experiments have shown that less than 1% of the iron specics within Ferrlecit* can be dia-
lyzed through membranes with pore sizes corresponding to 12,000 to 14,000 dalions over a period
of up to 270 minutes, Human studies in renally competent patients suggest the clinical insignificance
of urinary excretion.

Drug-drug mteractions: Drug-drug interactions involving Ferriceit® have not been studied. However,
like other parenterat iron preparations, Ferrlecit® may be expected 1o reduce the absorption of con-
comitantly administered orat iron preparations.

CLINICAL STUDIES

Twa clinical studies (Studies A and B) were conducted in adults and one clinical study was con-
ducted in pediatric patients (Study C) to assess the etlicacy and safety of Ferrlecit®.

Study A

Study A was a three-center, randomized, open-fabel study of the safety and efficacy of two doses of
Ferrlecit® administered intravenously to iron-deficient hemodialysis patients. The study included
bath a dose-response concurrent control and an historical control. Enrolled patients received a test
dose of Ferrlecit® (25 mg of elemental iron) and were then randomly assigned to receive Ferrlecit®
at cumulative doses of either 500 mg (low dose) or 1000 mg (high dose) of elemental iron, Ferrlecit®

of 16 to 17 days). At cach dialysis scssion, paticnts in the low-dose group received Ferrlecit® 62.5
mg of elemental iron over 30 minutes, and those in the high-dose group received Ferrlecit® 125 mg
af elemental iron over 60 minutes. The primary cndpoint was the change in hemaoglobin from base-
line to the last available observation through Day 40.

Eligibility for this study included chronic hemodialysis patients with a hemoglobin below 10 g/dL (or
hematocrit at or below 32%) and cither serumn femitin below 100 ng/ml. or transferrin saturation below
18%. Exclusion eriteria included significant underlying discasc or inflammatory conditions or an cpo-
ctin requirement of greater than 10,000 units three times per weck, Parenteral iron and red cell trans-
fusion were not allowed for two months before the study. Oral iron and red cell transfusion were not
altowed during the study for Ferrlecit'-treated patients.

The historical control population consisted of 25 chronic hemodialysis patients who received only
aral irou supplementation for 14 months and did not receive red cell transfusion, All patients had sta-
ble epoetin doses and hematocrit values for at least two months before initiation of oral iron therapy.
The evaluated population consisted of 39 patients in the low-dose Ferrlecit (sodium ferric gluconate
complex in sucrose injection) group (50% female, 50% male; 74% white, 18% black, 5% Hispanic,
3% Asian, mean age 54 years, range 22-83 years), 44 patients in the high-dose Ferrlecit® group (50%
female, 48% male, 2% unknown; 75% white, (1% biack, 5% Hispanic, 7% other, 2% unknown; mean
age 56 years, range 20-87 years), and 25 historical control patients (68% female, 32% male; 40%
white, 32% black, 20% Hispanic, 4% Asian, 4% unknown; mean age 52 years, range 25-84 years).
The mean baseline h globin and h it were similar b treatment and historical control
patients: 9.8 g/dl. and 29% and 9.6 g/dL and 29% in low- and high-dose Ferrlecit®-treated patients,
respectively, and 9.4 g/dL and 29% in historical control paticnts. Bascline scrum transferrin satura.
lion was 20% in the low-dose group, 16% in the high-dose group, and 14% in the historical control.
Baseline serum ferritin was 106 ng/mL in the low-dose group, 88 ng/mL in the high-dose group, and
606 ng/mL in the historical control.

Patients in the high-dose Fertlecit® group achicved significantly higher increases in hemoglobin and

Study A Mean Change from Baseline to Two Wecks After Cessation of Therapy
Ferrfecit* Ferrlecit" Historical Control
1000 mg 1V 500 mg IV Oral Tron
(N=44) (N=39) (N=25)

Hemogfobin (g/dL) L1* 0.3 04

. Hematocrit (%) 3.6* 14 08

syn-

Transferrin
Saturation (%) 85 28 6.1
Scrum
Ferritin (ng/mL) 199 132 NA
*p<0.01 versus both the 500 ing group and the historical control group.
Study B
Study B was a singl ter, no domized, open-label, his(un’ca]ly-«:onlmllcd, study of the safety

and efficacy of variable, cumulative doses of intravenous Ferrlecit™ in imn—deﬁcicn{ hemodialysis
patients. Ferrlecit® administration was identical to Study A. The primary efficacy variable was the
change in h bi i itabl

from baseline to the last ble observation through Day 50.

Inclusion and exclusion criteria were identical ta those of Study A as was the historical control popu-
lation. Sixty-three putients were evaluated in this study: 38 in the Ferrlecit™(reated group (37%
female, 63% male; 95% white, 5% Asian; mean age 56 years, range 22-84 years) and 25 in the his-
torical control group (68% female, 32% male; 40% white, 32% black, 20% Hispanic, 4% Asian, 4%
unknown; mean age 52 years, range 25-84 years),

Ferrlecit*-treated patients were considered to have completed the study per protocol if they received at
least eight Ferrlecit* doses of cither 62.5 mg or 125 mg of clemental iron, A total of 14 patients (37%)
completed the study per protocol. Twelve (32%) Fenrlecit-treated patients received less than eight
doses, and 12 (32%) paticnts had incomplete information on the sequence of dosing. Not all patients
received Fenlecit® at consecutive dialysis sessions and many reccived oral iron during the study.

Cumulative Ferrlecit® Dose
{mg of elemental iron) 6251 250 | 375 | 562.5 | 625 750 1000 | 1125 | 11875

Patients (#) 1 ! 2 1 10 4 2 6 1

Baseline h globin and h it values were similar between the treatment and control groups.
and were 9.1 g/dL and 27.3%, respectively, for Ferrlecit-treated patients. Serum iron studies were
also similar between treatment and control groups, with the exception of serum fervitin, which was
606 ng/mL for historical control patients, compared to 77 ng/mL for Ferrlecit*-treated patients.

In this patient population, only the Ferrlecit'-treated group achieved significant increasc i henoglo-
bin and hematocrit from bascline. This increase was significantly greater than that seen in the histori-
cal oral iron treatment group. See Table 2.

TABLE 2
Hemoglobin, Hematocrit, and Iron Studies

Study B Mean Change from Baseline to One Month After Treatment
Ferrlecit® (N=38) Oral Iron (N=25)
change change
Hemoglobin (g/dL) t3ab 04
Hematocrit (%) 3.8ab 0.2
Transferrin Saturation (%) 6.7h L7
Serum Ferritin (ng/mL) 73b -145

a - p<0.05 on group comparison by the ANCOVA method.

b - p<0.001 from baseline by the paired t-test method.

Study €

Study C was a multicenter. randomized, open-label study of the safety and efficacy of two Ferrlecit™
dase regimens (1.5 mg/kg or 3.0 mg/kg of elemental iron) administered intravenously to 66 iron-
deficient (transferrin saturation <20% and’or serum ferritin <100 ng/mlL) pediatric hemodialysis
patients, 6 to |5 years of age, inclusive, who were receiving 2 stable erythropoictin dosing regirnen.
Ferrlecit® at a dosc of 1.5 mg/kg or 3.0 mg/kg (up to a maximum dose of 125 sag of clemental iron)
in 25 ml. 0.9% sodium chioride was infused intravenously over | hour during cach hemodialysis
session for cight scquential dialysis scssions. Thirty-two patients received the 1.5 mg/kyg dosing reg-
imen (47% male, §3% female; 66% Caucasian, 25% Hispanic, and 3% Black, Asian, or Other: mcan
age 12.3 years). Thirty-four patients reccived the 3.0 mg’kg dosing regimen (56% male, 44%
female; 77% Caucasian, 12% Hispanic, and 9% Black, 3% Other; mean age 12.0 ycars).

The primary endpoint was the change in hemoglobin concentration from bascline to 2 weeks after
last Ferrlecit” administration. Patients in both Fenlecit® dose groups had statistically significant
changes from baseline in h globi ations (Table 3). There was no significant difference
by the t groups. Statisticaily significant impj s in | it, transferrin sat-
uration, serum ferritin, and reticul yte hemoglobi i pared to baseline values
were observed 2 weeks afier the last Ferriecit® infusion in both the 1.5 mg/kg and 3.0 mg/kg treat-
ment groups (Table 3).

TABLE 3
Hemoglobin, Hematocrit, and Iron Status

[STudy C Mean Change from Baseline to Two Weeks After Cessation
of Therapy in Patients Completing Treatment
1.5 mg/kg Ferrlecit® (N=2§) 3.0 mgskg Ferriceit® (N=32)

Hemoglobin (g/dL) 0.8* 0.9
Hematocrit (%) 2.6% 3.0
Transferrin Saturation (%) 5.5*% 10.5*

Serum Ferritin {ng/mL) 192¢ 314*
Reticulocyte Hemoglobin

Content (pg) 1.3 t.2*

*p<0.03 versus the baseline valyes



The increased hemog ions were | at 4 weeks after the last Ferrlecit” infu-
sion in both the 1.5 mg/kg and the 3.0 mg/kg Ferrlecit® dose treatiment groups.

INDICATIONS AND USAGE

Ferrlecit’ (sodium ferric gluconate complex in sucrose injection) is indicated for treatment of iron
deficiency anemia in adult patients and in pediatric patients age 6 years and older undergoing chron-
ic bemodialysis who are receiving supplemental epoetin therapy.

CONTRAINDICATIONS

*Al anemias not associated with iron deficiency.

*Hypersensitivity to Ferrlecit” or any of its inactive components.

*Evidence of iron overload.

WARNINGS

Hypersensitivity reactions have been reported with injectable iron products. See PRECA UTIONS.
PRECAUTIONS

Among the 126 patienis who received Ferrlecit® in Studics A and B, onc patient experienced a tran-
sient decreased level of i without hy ion. Another patient discontinued treatment
p ety because of dizzi headed diplapia, malaise, and weakness without hypoten-
sion that resulted in a 3-4 hour hospitalization for observation following drug administration. The
syndrome resolved spontancously.
Adverse Laboratory Changes: No differences in laboratory findings associated with Ferrlecit® {sodium
farric gluconate complex in sucrose injection) were reported in North American clinical trials when nor-
malized against a National Tnslitute of Health database on laboratory findings in 1,100 hemodialysis
patients.
Most Frequent Adverse Reactions: In the single-dose, post-marketing safety study, 11% of patients
who received Ferrlecit® and 9.4% of patients who received placebo reported adverse reactions. The
most frequent adverse reactions following Ferrlecit® were: hypotension (2%). nausea, vomiting
and/or diarthea (2%), pain (0.7%), hypertension (0.6%), allergic reaction (0.5%), chest pain (0.5%),
pruritus (0.5%), and back pain (0.4%). Similar adverse reactions were seen following placebo
dministration. However, because of the high baseline incidence of adverse events in the hemodial-

General: Iron is not easily eliminated from the body and accumulation can be toxic. U ssary
therapy with parenteral iron will cause excess storage of iron with consequent possibility of iatro-
genic hemosiderosis. Iron overload is particularly apt to occur in patients with hemoglobinopathies
and other refructory anemias. Ferrlecit* should not be administered to patients with iron overload,
See OVERDOSAGE.

Hypersensitivity Reactions: Serious hypersensitivity reactions have been reported rarely in patients
receiving Ferrlecit®. One case of a life-threatcning hypersensitivity reaction has been observed in
1,097 paticnts who reccived a single dose of Ferrlecit® in a post-marketing safcty study. Three scri-
ous hypersensitivity reactions have been reporied from the spontaneous reporting system in the
United States. Sec ADVERSE REACTIONS.

Hyp jon: Hyp i iated with light-headedness, malaise, fatigue, weakness or scvere
pain in the chest, back, flanks, or groin has been iated with admini ion of i iron.
Thesc hypotensive reactions arc not associated with signs of hypersensitivity and have usually
resolved within onc or two hours. Successful treatment may consist of obscrvation or, if the
hypotension causes symptoms, volume expansion. See ADVERSE REACTIONS.

Carcinogenesis, mutagenesis, impairment of fertility: Long term carcinogenicity studies in animals
were not performed. Studies to assess the effects of Ferrlecit® on fertility were not conducted.
Femrlecit* was not mutagenic in the Ames test and the rat micronuclens test. It produced a clasto-
Benic effect in an in vitro chromosomal aberration assay in Chinesc hamster ovary cells.
Pregnancy Category B: Ferrlecit® was not teratogenic at doses of elemental iron up to 100
mgikg/day (300 mg/mday) in mice and 20 mg/kg/day (120 mg/m?/day) in rats. On a body surface

my/m*/day) for a person of 50 kg body weight, average height and body surface area of | 46 m’,
There were no adequate and well-controlled studies in pregnant women. Ferrlecit® should be used
during pregnancy only if the potential benefit justifies the potentiul risk to the fetus.

Nursing Mothers: It is not known whether this drug is exereted in human milk. Because many drugs
arc excreted in human milk, caution should be excrcised when Ferrlecit® is administered 1o a nurs-
ng woman.

Pediatric Use: Fertlecit® was shown to be safe and effective in pediaric patients 4ges 6 15 years
(refer to CLINICAL STUDIES section). Safety and effectiveness in pediatric patients younger than
€ years of age have not been established

Ferrlecit’ contains benzyl aleohol and therefore should not be used in nconates.

Geriatric Use: Clinical studies of Ferrlecit* did not include sufficicnt numbers of subjects aged 65
and over to determine whether they respond differeatly from younger subjects. Other reported clin-
ical experience has not identified differences in responses between the elderly and Yyounger patients.
1o particular, 51/159 hemodialysis patients in North American clinical studies were aged 65 Years or
older. Among these patients, no differences in safety or efficacy as a result of age were identified.
In general, dose selection for an elderly patient should be cautious, usually starting at the low end
of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy.

ADVERSE REACTIONS

Exposure to Ferrlecit® has been documented in over 1,400 patients on hemodialysis. This population
included 1,097 Ferrlecit®naive palients who received a single-dose of Ferrlecit™ in a placebo-con-
trolled, cross-over, post-marketing safety study. Undiluted Ferrlecit® was administered over ten minutes
(125 mg of Ferrlecit® at 12.5 mg/min), No test dose was used. From a total of 1,498 Ferrlecit™-treated
patients in medical reports, North American trials, and post-marketing studies, twelve patients {0.8%)
experienced scrious reactions which precluded further therapy with Ferrlecit™,

Hypersensifivity Reactions: See PRECAUTIONS. In the single-dose, post-marketing, safety study
one patient experienced a life-th ing hyy itivity reaction (diaphoresis, nausea, vomiting,
severe lower back pain, dyspnca, and wheezing for 20 minutes) following Ferrlecit® administration,
Among 1097 paticnts who received Ferrlecit® jn this study, there were 9 patients (0.8%) who had
an adversc reaction that, in the view of the investigator, precluded further Ferriecit® administration
(drug intolerance). These included one life-threatening reaction, six allergic reactions (pruritus x2,
facial flushing, chills, dyspnea/chest pain, and rash), and two other reactions (hypotension and nau-
sea). Another 2 patients experienced (0.2%) allergic reactions not deemed fo represent drug intoler-
ance (. laise an dizziness) following Ferrlecit® administrati 3

Seventy-two (7.0%) of the 1,034 patients who had prior iron dextran exposure had a sensitivity to at least
one form of iron dextran (INFeD* o Dexterrum®). The patient who experienced a life-threatening adverse
ovent following Ferrlecit® administration during the study had a previous severe anaphylactic reaction to
dextran in both forms (INFeD® and Dexferrum®™ . The incidk of both drug intol, and suspected
allergic events following first dose Ferrlecit” administration were 2.8% in patients with prior iron dextran
sensitivity compared 10 0.8% in patients without prior iron dextran sensitivity,

In this study, 28% of the patients received concomitant angiotensin converting enzyme inhibitor
(ACE!) therapy. The incidences of both drug intolerance or suspected allergic events following first
dose Ferrlecit® administration were 1.6% in patients with concomitant ACFi use compared to 0.7%
i patients withoul concomitant ACE; usc., The paticnt with a life-threalening event was not on ACE(
therapy. One patient had facial flushing immediately on Ferrlecit™ expasure. No hypolension occurred
and the cvent resolved rapidly and spontancously without intervention other than drug withdrawal.
In multiple dose Studics A and B, no fatal hypersensitivity reactions occurred among the 126 patients
who received Ferlecit®, Ferrlecit*-associated hypersensitivity events in Study A resulting in premature
study discontinuation occurred in three out of a total 88 (3.4%) Ferlecit' -treated paticnts, The first
patient withdrew afler the development of pruritus and chest pain following the test dose of Ferrlecit”.
The second patient, in the high-dose group, experienced nausea, abdominal and flank pain, fatigue and
rash following the first dose of Ferrlecit®. The third patient, in the low-dose group, experienced a “red
blotchy rash™ following the first dose of Ferrlecit®. Of the 38 patients exposed to Ferrlecit* in Study B,
note reported hypersensitivity reactions.

Many chronic renal failure patients experience cramps, pain, nausea, rash, flushing, and pruritus,

Three cases of seripus hypersensitivity reactions have been reported from the spontaneous reporting
system in the United States.

Hypotension: See PRECAUTIONS, In the single dose safety study, post-administration hypotensive
events were observed in 22/1,097 patients (2%) followi g Ferrlecit® administration, Hypotension has
also been reported following administration of Ferrlecit™ in European case reports. OF the 226 renal
dialysis paticnts exposed to Ferrlecit* and reported in the literature, 3 (1.3%) paticnts expericnced
hypotensive events, which were accompanied by flushing in twao, All completely reversed afier anc hour
without sequetae. Transient hypotension may occur during dialysis. Administration of Ferlecit* may
augment hypotension caused by dialysis.

@ WAISON Pharma, Inc.

A Subsidiary of Walson Phammaceuticals, Inc.

ysis patient population, insufficient number of exposed patients, and limitations inberent to the
cross-over, single dose study design, no comparison of event rates between Ferrlecit® and placebo
trestments can be made.

In multiple-dose Studies A and B, the most frequeut adverse reactions following Ferrecit” were:

Body as a Whole: injection site reaction (33%), chest pain (10%), pain (10%), asthenia (7%),
headache (7%). abdominal pain (6%), fatigue (6%), fever (5%, malaisc. infection, abscess, back
pain, chills, rigors, arm pain, carcinoma, flu-like syndrome, sepsis.

Nervous System: cramps (25%), dizzi (13%), p hesias (6%), agitati !

Respiratory System.: dyspnea (11%), coughing (6%), upper respiratory infections (6%), rhinitis, pneu-
monia.

Cardic lar System: hyp ion (29%), hypertension (13%), syncope {6%), tachycardia (5%),
bradycardia, vasodilatation, angina pectoris, myocardial infarction, pulmonary cdema.
Gastrointestinal System: nausea, vomiting and/or diarrhca 35%), anorexia, rectal disorder, dyspep-
siz, eructation, flatulence, gastrointestinal disorder, melena,

Musculoskeletal System: leg cramps (10%), myalgia, arthralgia.

Skin and Appendages: pruritus ( 6%), rash, increased sweating.

Genitourinary System: urinary tract infection.

Special Senses: conjunctivitis, abnormal vision, ear disorder.,

Metabolic and Nutritional Disorders: hyperkalemiz (6%), generalized edema (5%), leg edema, periph-
eral edema, hypoglycemia, edema, hypervolemia, hypokalemia.

He logic: System: ab | erythrocytes (11%), anemia, leukocytosis, lymphadenopathy.
Other Adverse Reactions Observed During Clinical Trials: In the single-dose post-marketing safety
study in 1,097 patients receiving Ferrlecit®, the following additional events were reported in two or
more patients: hypertonia, nervousness, dry mouth, and hemorrhage.

FPediatric Patients: In a clinical trial of 66 iron-deficicnt pediatric hemodialysis patients, 6 to 15 years
of age, inclusive, who were receiving & slable crythropoictin dosing regimen, the most common
adverse events, whether or not related to study drug, occurring in 2 5%, regardless of treatment group,
were: hyp ion (35%), headache (24%), hyr ion (23%), tachycardia (17%), vomiting (11%),
fever (9%), nausca (9%), abdominal pain (9%), pharyngitis (9%), diarrhea (8%), infection (8%), rhini-
tis (6%), and thrombasis {6%). More patients in the higher dose group (3.0 mg/kg) than in the lower
dose group (1.5 mg/kg) expericnced the following adverse cvents: hypotension (41% vs, 28%), tachy-
cardia (21% vs. 13%), fever (15% vs. 3%), headache (29% vs. 19%), abdominal pain (15% vs, 3%),
nausea (12% vs. 6%), vomiting (12% vs. 9%), pharyngitis (12% vs. 6%), and rhinitis (9% vs. 3%).
OVERDOSAGE

Dosages in excess of iron needs may lead to accumnulation of iron in iron storage sites and hemo-
siderosis. Periodic monitoring of laboratory parameters of iron storage may assist in recognition of
iron accumulation, Ferrlecit® should not be administered in patients with iron overfoad.

Serum iron levels greater than 300 pg/dL may indicate iron poisoning which is characterized by
abdominal pain, diarrhea, or vomiting which progresses to pallor or cyanosis, lassitude, drowsiness.
hyperventilation due to acidosis, and cardiovascalar collapse. Caution should be exercised in inter-
preting serum iron levels in the 24 hours following the administration of Ferrlecit singe many lab-
oratory assays will falsely overestimate serum or transferrin bound iron by measuring iron still
bound to the Ferrlecit® complex. Additionally, in the assessment of iron overload, caution should be
exercised in interpreting serum ferritin levels in the week following Ferrlecit™ administrati since,
in clinical studics, scrum ferritin cxhibited a non-specific risc which persisted for five days,

The Ferrlecit™ iron complex is not dialyzable.

Fenlecit® at elemental iron doses of 125 mg/kg, 78.8 mg/kg, 62.5 mg/kg and 250 mg/kg caused deaths
to mice, rats, rabbits, and dogs respectively. The major P of acute toxicity were decreased activ-
ity, staggering, ataxia, increases in the respiratory rate, tremor, and convulsions.

DOSAGE AND ADMINISTRATION

The dosage of Ferrlecit” is expressed in terms of mg of elemental iron, Each 5§ mL ampule contains
62.5 mg of elemental iron (12.5 mg/mL).

The recommended dosage of Ferrlecit® for the repletion treatment of iron deficiency in hemodialy-
sis patients is 10 mL of Ferrlecit* (125 mg of elemental iron). Ferriecit® may be diluted in 100 mL
of 0.9% sodium chloride administered by intravenous infusion over | hour. Ferrlecit" may also be
administered undiluted as a slow IV injection (at a rate of up to 12.5 mg/min). Most patients will
require a minitnum cumulative dose of 1.0 gram of elemental iron, administered over eight sessions
at sequential dialysis treatments, to achieve a favorable b lobin or h: it resy . Patients
may continue to require therapy with intravenous iron at the lowest dose necessary to maintain tar-
get levels of hemoglobin, hematecrit, and laboratory parameters of iron storage within acceptable
limits, Ferrlecit® has been administered at sequential dialysis sessions by infusion or by slow IV
injection during the dialysis scssion itself.

Pediatric Dosuge: The recommended pediatric dosage of Ferrlecit for the repletion treatment of iron
deficiency in hemodiatysis patients is 0.12 mL/kg Ferrlecit (1.5 mgtkg of clemental iron) diluted in
25 mL 0.9% sodium chioride and administered by intravenous infusion over | hour at eight sequen-
tial dialysis sessions. The maximum dosage should not exceed 125 nmg per dose.

Note: Do not mix Ferrdecit* with other medications, or add to parenteral nutrition solutions for intra-
venous infusion. The compatibility of Ferrlecit® with intravenous infusion vehicles other than 0.9%
sodium chloride has not been cvahiated, Parenteral drug products should be inspected visually for par-
ticulate matter and discoloration before administration, whenever the solution and container permit.
If diluted in saline, use immediately after dilution.

HOW SUPPLIED

NDC 52544-922.26

Ferrlecit® is supplied in colurless glass ampules. Each ampule contains 62.5 mg of ¢lemental iron in
5 mL for intravenous use, packaged in cartons of 10 ampules.

Store at 20°C-25°C (68°F-T7°F); excursions penmitted to 15°C-30-C (59°F-86'F). Do not frecze. See
USP Controlled Room Temperature.

Keep out of the reach of children.

Rx Only

© Watson Pharma Inc., a subsidiary of Watson Phamaceuticals Inc., Corona, CA 92880.

February 2004.







Venofer®

(iron sucrose injection, USP)

Venofer®

(iron sucrose injection, USP)

I

Rx Only Rx Onty

DESCRIPTION

Venofer® (iron sucrose injection, USP) is a brown, sterile, aqueous, complex of polynudiear iron (iny-hydroxide in sucrose
for intravenous use. fron sucrose injection has 8 molecular weight of approximatety 34,000 - 60,000 daitons and a
proposed structural formula:

[Na;Fe5O5(0H) - 3(H;0)k, * M(Cy;H201)
wheru:nislhcdograeoiicwpdymuizaﬁmandmisﬂwmvbudsuunsemdmﬂesassodaudwmmehm(m)-
hydroxide.
Esd\ml.oomainsZl)rngdunentalivmasmmhmwfumm4ww&amh5nﬂmdm
vials (100 mg elemental iron per 5 mL). The drug product contains approximately 30% sucrose wiv (300 mg/mL) and has
a pH of 10.5-11.1. The product contains no presarvatives. The osmolarity of the injection ks 1,250 mOsmolL.
Therapeutic class: Hematinic
CLINICAL PHARMACOLOGY
Pharmacodynamics: Fallowing intravenous administration of Venofer®, iron sucrose Is dissociated by the

Venofer® = venofer®
(iron sucrose injection, USP) —_— (iron sucrose injection, USP)
==
Rx Only == Rx Only
Table 1. Ch from Baseline in Hemoglobin and H rit
Ef End of treatment 2 week follow-uj 5 week follow-up
pamr:cymm Venofe® | Historical Venofer® Historical Venoler® | Historical
(n=69) Control {n=73) Control n=71) Control
{n=18) (n=18) (n=15)
1.0£0.12% | 001021 | 132014" | 061024 121047 | 0110.23
{gidL}
Homatoarit (%) | 342037 | ~03:065 | 361044~ | -1220.76 334054 0.2t0.85

*p<0.01 and *p<0.05 compared 1o historical controf from ANCOVA analysis with baseline hemoglobin, serum fesitin
and erythropoletin dose as covariates.
Serum femitin Increased significantty (p=0.0001) al endpoint of study from baseline in the Venoler®-reated population
(165.3£24.2 ng/mL) compared to the historical control population (-27.619.5 ng/ml ). Transferin saturation aiso increased

reticuioendothelial system nto ron and sucrose. In 22 hemodialysis patients on ythropoi human
«yﬂwopdeﬁn)ﬂuapymtcdwihhmsuausecorﬂa&iﬂg100mdim,&w=e&n5weddyh’ﬁmewadc,ﬁgﬁim(
increasss in serum iron and serum feritin and significant decreases in totat iron binding capadity occumed four wesks
from the Initiation of iron sucrose treatment.
thaooko::hhedﬂlyndd\smmdMMdeosesdvmu‘,ksimmvmuneﬂﬂb‘nsﬁrs(nrde!
kinetics with an slimination half#fe of 6 h, total dearance of 1.2 L, non-steady state apparent volume of distribution of
10.0meadyﬂalemparvnvoknmo{mmd7.9L.Slrmlmndlssppeammhunwumdewwdsonme
needhimhmkmsmmdimmiizingﬂsmdmbwy.semmdearmmofhnbuxpededbbenmrapid
in iron deficlent patients trealed with Venofer® as compared to healthy individuals. The effects of age and gender on the
pharmacokinetics of Venofer® have not been studied.
Venofer® is nol dialyzable through CAZ10 (Baxter) High Efficiency or Fresenius FS0A High Flux dialysis membranes. In
hvi‘mMes,Mmmoﬂrmwnsehmsdidysahmidwasbdawmlevdsmde(mdv\eassayﬂess(han
2 parts per million).
Dluldbwon:Inhedhyaﬁkmedmghﬁavmdosesol%uﬁﬁshmmwmmmbmmmw
hhloodu\dhsmweminamvasala(mAAmdycvaluaﬁngvandoﬁcon!a"\thOmgolimlabehdwim
S2FefS9F s in patients with iron defs shows that a si amount of the i iron distri in the liver,
spleen.and bone marow and that the bone marrow Is an on trapping compartment and not a reversible volume of
distribution.

and Ell Following # of Venofer®, iron sucrose s dissociated Into iron and
sucrose by the reiciloendothelial system. The sucrose component is ekminated mainty by urinary excretion. In a study
evﬂuaﬁngashglehvavanwsdasaolvmmﬂwmlnhg1,510mgafsuuoseand100mgdirnnin12hsﬁmyadm
(8 female, 3 male: age range 32-52), 68.3% of the sucrose was eliminated in urine in 4 h and 75.4% in 24 h. Some kon
also'sMnaled‘nmm.mmﬂnmmﬂﬂnwwmdsmmwialdyaﬂmhedm
administration [1). In this study and another study evaluating a single Intravenous dose of iron sucrose contalning
500-700molumh26wﬂcpaﬁuﬁsmwnﬂmpy(2umse,srmle:ml'ﬂﬂgew-w).appm)dmate!y
5% of the Iron was siiminated In urine in 24 h at each dose level [2).
Drun-dmghtaracﬂons:mewmmwmmmmm.mMﬁkawmwwﬂ
on preparations, Venofer® may be expected to reduce the jon of y admin oral kon

{p=0.0016} at endpoint of study from baseline in the Venofer®-reated poputation (8.841.6%) compared ta this
Historicat conlrol population (-5, 144.3%) (3],

Study &

Study B was a mutticenter, open label study of Venofer® (iron sucrose injection, USP) in 23 iron defident hemodialysis
patients who had been discontinued from iron dextran due to intolerance. Eligibliity criteria ang Venofer® administration
were atherwisa Identical to Study A. The mesn age of the patients in this study was §3 years, with ages ranging from
21-79 years. Of the 23 patients enrofied in the study, 10 {44°%) were male and 13 (56%) were female. Tha ethnicity
breakdown of patients enrolled in this study was as follows: Caucasian - 8 (35%); Black - 8 (35%); Asian - 1 (4%);

Hispanic - 6 (26%). The mean change from baseline 1o the end of (Day 24}in X it, and
sefum on parameters was assessed,
Al 23 enrolled patients were eval for efficacy. i in mean in (1.120.2 g/dL),

hematocrit (3.620.6%), serum fenitin (266.3430.3 ng/ml) and transferrin saturalion (8.742.0%) were observed from
baseline to end of treatment (4].

Study C
SMwaasanMﬂcamav.opm—label.Mopemd(mmt'dwedbyobsavaumpefbd)smdyhkmdeﬁduﬂ
hurndlaiys‘spathvns.ﬂglbmyhrﬁissmdymbsddmlc patients with a h: lobin less than or equal
o 10 g/dt,, userumtmrs'eninsatmah‘onlessmanoraqualh20%,andaser\anfuﬁﬁnlwsmanuequallo200ngln1.
who were going hy ysis 2 to 3 times weeldy. Tha mean age of the patients enrolied in this study
was 41 years, with ages ranging from 16-70 years. Of 130 patients evaluated for efficacy in this study, 68 {52%) were
male and 62 (48%) were female. The ethnicity breakdown of patients enrolled in this study was as follows:
Caucasian - 30 (23%); Black - 30 (23%); Asian - 6 (5%), Other (mixed ethnicity) - B4 (49%). Forty-eight parcent of the
patients had previously been treated with oral iron. Exdlusion criteria were similar 1o those in studies A and B. Venafer®,
was administered in doses of 100 mg during sequential diatysls sessions until a pre-delerrined {calculated) tolal dose of
PMWWumMm.mwmﬁnaswad«y.mhwfawmmnolaam session,
§ ml. iron sucrose (100 mg iron) in 100 mL 0.9% NaCi was administered info the hemodialysis tine. A 50 mg dose
('LEnL)wasgivmmmmmmmdmmPanawmlhmeMMmﬂy

preparations.

CLNNICAL TRIALS
Vendav‘isusedtomﬂuﬁshbodykmnuvshpaﬁentswhmdaﬁduwmdlmlchunodimys‘smdreoeiving
efwvmpdeﬁn.hmmmmdeﬁd«mykmmdhyum!w:ﬂmdh»ﬂsuomdus,md

lmalbmdosebesedmbasdmhamgbﬁnlwdandbodyweim Twenty-seven patients (20%) wers
recdvhgemhmpdeﬁnmmmnlsmdyenkyandheyconlhmdbrecewem;ameery‘mupdeﬁndmelorhe
durstion of the study.
Changes'mmbaselineloobservaﬁonvmk!mdohsufvaﬁonweekl(enddsmdyjmansfyznd.

The modified imention-to-treal population consisted of 131 patients. Significant (p<0.0001) increases from bassdine in

er P . and b is dimﬁwnlhegastmimasﬂna!mlmisessumallnlhe,"d
hemoglobin (o maintain oxygen transport and to the function and of other [ heme and
Most hx ialysis patients require i iron to maintain sufficient iron stores to achleve

and maintain @ hemoglobin of 11-12 g/dL.
ﬂmmmmmmdbmsshmdeVmﬂ,Twnmsmedodenm
States (100 patients) and one was conducted In South Africa (131 patients).

mean h in (1.7 g/dL), h 1 {5%), serum feritin (434.5 ng/mL.), and serum transfemin saturation {14%) were
obsarved at week 2 of the observation period and these values remainad significantly increased (p<0.0001) at week 4 of
the observation period.

CLINICAL INDICATIONS AND USAGE

Venofer® is indicated in the treatment of kron deﬂdmcymendahpaﬁentsmdergdngdmﬁchcmodialys&smn

recetving supplemental erythropoletin therapy.
Study A o . it Voncgrs | CONTRAINDICATIONS
Study Awas & oper-iabel, histori fled study b is patients (77 patients with Venoft The use of Venofer® ks contraindicated In patients with evidence of ron overlaad, in patients with known hypersensitivy
treatment and 24 in the historical control group) with iron deficiency anemia. Eligibkity for Venofer® treatment Induded to Venoler® or any of s inactive components, and In patients with anemia ot couses by ron doficiency
patients undergoing chronic hemodialysis three times weekly, receiving er P [ ion greater
than 8.0 and iess than 11.0 g/dL for at least two weeks, < 20%, and serum femitin

<300ng'mL.Themeanagedthopaﬁenthn\e!reatmen(gioupwasGSyearsvdmmagerangebehgmlnBSyears
of age. mmmmmmmmnmm(mmmm,mwwmtmadnwusnauon
of a test dose; however, some paients received a lest dose at the physidan's discretion. Exdusion criteria included
Wumm.um.mmm.aWWawwm. Venofer® 5 mi.
{one vial) ining 100 mg of iron was ik through the dialysis kine at sach dialysis session sither
xmmmaamawwmh-mdwmmmnwm-mammmooom

Hypersensitivity reactions have been reported with injectable iron products. See PRECAUTIONS and ADVERSE
REACTIONS.

PRECAUTION

General:

Because body iron excretion is limited and excess tissue iron can be hazardous, caution should be exerdised to withhold
fron istration in the of evids dﬂssusimmbad.PaﬁammgVuldeﬂmulremﬁodlc

elemental iron. A maximum of 3 vials of Venofer® was administered per week. No i iron were
allowed until after the Day 57 evaluation. The mean change in hemoglobin from basefine to Day 24 (end of treatment),
Day 36, and Day 57 was assassed.

TheNstuirdmrmdpopdaﬁmmddZ‘vadmm!wﬂnlevdsupa%nbm(edwﬂhVendua,m

g of hy gic and inic p: serum feritn and transferrin saturation).
fron therapy shotdd be withheld In patients with evidenca of iron overload. Transferrin saturation values increase rapidly
after IV administration of iron sucrose; thus, serum iron values may be refiably obtained 48 hours after IV dosing.
(See DOSAGE AND ADMINISTRATION and OVERDOSAGE).

R

maﬂhtrwmw:mwnmnzmwwmdmwveduy\hmpoiaﬂnlhmpywiv\‘ ging
31-367malles'mnmhspdovhmdqummmdpd«mhhah&mmdmwasSGyem.
with an age range of 29 to 80 years. Patient age and serum fermitin levels were similar between treatment and historical
uommtplﬁents.OlbeﬂpaumtshmeWm,“(ﬁﬂ)mmﬂﬁ(ﬂ%)mhﬁe.mm
Mmm,mmmmwmmmdmewnbwuhmwwmmm
the Venofer® treaied population.

Patients in the Venofer® treated showed @

hematocrit than did patients in the historical control popiation. See Table 1,

greater increase in hemoglobin and

mwmmmmmmhumwmw.mmm\g
h y reactions were wmsmdm&s.wc.mmmmmumym.mamd
MUmmuhmmMMmsmwhmMm,AdemmmammWW
serious or fe-threatening reactions have been reported in post g reports between 1992
mmmadeuuhmmmzmiﬁmpauemSqusnsemcnous

Hypotension:
HWWMWWWthMMthM.WMMQ
administration of Venofer® may ba related o rate of administrati and total dose admini d. Caution should be taken
1o administer Vencler® ing to ik See DOSAGE AND ADMINISTRATION.
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Drug Intaractions:

Venofer® (iron sucrose injection, USP) shoukd not be administered concomitantly with oral iron preparations since the
absorption of oral iron Is reduced,
Carci and of Fertllity:
No long-term studies in animals have been pert 1o evaluale the genic potential of Venofer®.
Venater® was not genotoxicin the Ames test, the mause lymphoma cell (L5178Y/TK+/-) forward mitation test, the human
tymphocyte chromosome aberration tast, or the mouse micronucieus test,
deu@alN&;sasupwﬁmbnanay(nmtﬂimsmvmmwndodmaxinunhmandosemabndy
surface area basis) was found Lo have no effect on fertility and reproductive performance of male and female rats.
Pregnancy Category B:
Teratology studies have been performed in rals at IV doses up to 13 mg irorvkg/day (about 0.5 times the recommended
maximum human dose on a body surface area basis) and rabbits at IV doses up to 13 mg iron/kg/day {about 1 times the
recommended maximum human dose on a body surface area basis) and have revealed no evidence of impaired fertiity
or ham Lo the fetus due to Venofer®. There are, however, no adequale and well controlled studies in pregnant women,
Bsrausealima(mpmducﬁmsumiesarenolaMaysweddMMMmmmsmse,wsdrugmAdbeusedMng
pregnancy only if cleary needed.
Nursing Mothers:
Venofer“isexauadhnilwfrats.Kisndhmmmhumaugiawebdhhwmmmnwdmosn
excreted in human mitk, caution should be axercised when Venofer® is administered to a nursing woman.
Pediatric Use:
Safety and effectivenass of Venofer® in pedialric patients have not been established. In a country where Venofer®
availaﬂsfuuschdﬂdmn,alashﬁedm,ﬁvemmhﬂams(wdyﬁbssm1,2509)deva|opedmm:/ﬂz'ng
enterocolilis and two of the five expired during or following a period when they received Vencler®, several other
i and i N i itis may be 3 hication of ity In very low birth weight
Infants. No causal relationship to Venofer® or any other drugs could be established.
Geriatric Use:
sm-issA.a,wcmmmwmnmmdmwwmwmwdmhemm
respond diflerently from younger subjects. Of the 1,051 patients in two post-marketing safety studies of Venofer®, 40%
were 65 years and older. No overal differences in safety wers observed between these subjects and younger subjects,
and other reported dinical experience has not identified differences in responses between the eiderly and younger
patients, but greater sensitivity of some older individuals cannot be niled out.
ADVERSE REACTIONS
Exposure o Venoler® has been documented in 231 patients undergoing chronic hemadialysis in the above mentioned
dinical trials and in 1,051 patierts i in two post-mark safety studies. About 1,600
hemodialysis patients treated with Venofer® have been reported in the medical kerature.
ThosaletyafV«\olthsbeendoammnedhmdﬁmsmdies(A.B,andemviwslydesaibed)andMupm~
marketing studies involving a lotal of 1,262 patients.
InIhellrslpos!-mafkeﬂngmmmmmwspﬂmmmtﬁWded1MMga{
udvdiaryslsm(orupb10mnseuﬂvadiawssesshnsformairimndeﬂd«wumamﬁybas&s!urwwueks
for malntanance of ion stores. Serious adverse events and drug-related non-serlous adversa events were collected, In
Ihesewdposlmﬁngsdﬂysmdy.mmw;wmw&eemedm:ﬁr\gledmdeﬂUOOmg
IV by slow injection over 2 minutes or 200 mg IV by slow injection over § minutes). The mean age of patients enrotied
into the two post-marketing safety studies was 59 years, with a range of 20-93 years. Males made up 60% of the
population. The ethnicity of the pabients envolled in the two studies included Blacks (44%), Caucasians (41%), Asians
{3%), Hispanics (11%) and others (1%).
Adverse Events Observed In Studies A, B, and C:
AMsemacﬁms,MwundmlaledloVendu‘misvaﬁm.mpa'edby>5'/-mmmdpaliantsmato!alul
231 patients in the three studies are as follows: hypotension (36%), crampseg cramps {23%). nausea, headacha,
vomiting, and dlamhea.
Adverse events, whether or not related to Vencfer® administration, reported by >1% of treated patients from s tolal of 231
pn'mtshMmmmalmﬂdbﬁwbybodylysmmbyhvssﬂgabrmubyCOSTART
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No sefious or life ing reaction: with Venofer® administration were observed in these
studies. From the post-marketing spontaneous reporting system, there were 83 reports of anaphylactoid reactions
indluding patients who experi serious or It ing reactions (anaphylaciic shock, loss of i or
coliapse, bronchospasm with dyspriea, or convuision) associated with Venofer® administration between 1992 and 2002
based on estimated use in mona than 2 milion pabents,
Onehmdvode(ﬁ%)otmmmpmmawhm4u.s.mmwwhmmmm:pymd
mmponedlnbeiﬂdemm(dehedaspmdmhgmusodmmm).mmmpaﬁmmmted
Wwith Venafer® thens were na occurrences of sdverse events that preciuded further usa of Venofer®.

OVERDOSAGE
Dosagsstendu'(mwanscivqecﬁon.USP)hexcessdbmneedsmayhadtolwm‘aﬂmdirmhs!aage
sites lsading o i . Penodic itoring of iron such as serum feritin and transferrin saturation
myasshthnmwmkmawmuhﬁm.vmu@ﬂwmbommmwmwuhadmd
shouhibedisemﬁ\uedmmser\m(emﬁnhvelsoqualorexeeedmﬂsmdgu‘ds\hes[ﬂ.PaﬂiuﬂarmJﬂmee

@

exercised to avoid iron overload where anemia S o has been & ly diagnosed as iron
deficlency anemia.

i with ge or infusing Venofer® too rapidly induded hypotension, headache, vormiting,
nausea, dizziness, joint aches, paresthesia, abdominal and muscle pain, edema, and cardiovascular collapse. Most
symploms have been successfully treated with fV Ruids, andior i Infusing the solution as
recommended or 3l a siower rate may also aleviate symptoms,

Preciinical Data:

Single [V doses of Venofer® at 150 mg ironvkg in mice {about 3 times the recommended maximum human dose on a
bodywnaneombasls)andwomgirmkghms(abmnaﬁmummmnndedmﬁnmhumandosemabody
surface area basis) wers lethal.
ﬂwmumdweloﬁdymsedaum.hypoawwty,pa!eoyu.mdbbedinghﬂugawoimeswtradandhngs.
DOSAGE AND ADMINISTRATION
ﬂndmgedvmeﬁhwdhmdmdmm.&mﬂ.mmmmgddmwbm.
The recommended dosage of Venaler® for the replstion on def Y in Iy patients is 5 mL of
vmuW(mmnvdmwwummmmwymmmﬁm. Most patients wil require a
minimum cumulative dose of 1,000 mg of fron, aver 10 dialysis sessions, to achleve a
favorab g or h it response. Patients may continue to requirs therapy with Venofer® or other
hhvmmnwmﬁmnlhawmdmwymmdmmwwmdhmwﬁbm. hemalocrit and
taboratory parameters of iron storage within accaptabls kmits.
mnmmw:wmwmmmLmavumwmwuowmdmomymmwn. In ciinical trials,
Venofer® was administered intravenously directly into the dialysis line,

Siow Intravenous Injection: in chronic renal (ailure pallents, Venofer® may be administered undiuled by slow
hvavermsi\iadionhlolhedlaiydshallmmd1mL(ZDmgbm)aobﬂmpefnimn[Le.,5minulesperviar}nol
exceeding one vial Venofer® (100 mg iron) per injection. Discard any unused portion.
anﬂm:VmedmbeadnﬁrﬁstemdbyM)sim(mhdmmhmw%vallmslmmd
oadlmmmbedhledexdusivdyham)d"mmd100ntdu9%NaG.hnnﬂaHypdalohﬁJsim.Thesduﬁon
d’wldbei\ﬁlsoda(aratadmomgdlmnwerupevbddmhad15n‘l'mlhs.ljr|useddl\nad:duﬁunmo\ldbe
discarded.
NOTE:Donolnimedu‘wﬁhd’mmedicaﬁwmunddhpWanmmsMwlﬁmvmmslm.
Parenteral drug products should be visually for matter and
whenever the solution and container permit.

Recommended Dosage:
Aduﬁs:lOOmgimnadeslamdunalo!hreaHmesperweeklnsbudosedtooﬂmghwm.mpulumeded
Frequencyoldodngshmjdb:nomemanwuﬁmwaem. Patients may continue 1o require therapy with
intravenous iron at the lowest dose necessary to maintain levels of W, hy and tory

of iron storage within ecceptabls fimits.

HOW SUPPLIED
Vm&oisﬂjppiedhﬁntahgladusevials.Ead\SvaidWmmOmgdomemdim(mmW).Omuhsm

U

prior to L ion,

terminology and rankad in order of decreasing frequancy within each body system. Some of these may be
seen in patients with chronic renal failure or on hemodialysis not receiving intravenous iron.

Body as & Whole: headache, fever, pain, asthenka, unwell, malaise, accidental injury.

Cardiovascular Disorders, General: chest pain, hy ion, hyper ia.
Gastrointestinal System Disorders: neuses, vomiting, abdominal pain, elevated liver enzymes.

Central and Peripharal Nervous Systsm: daziness.

M System: cramps, pain.

Raspirstory System: dyspnea, pneumonia, cough.

Skin and apperndages: peuritus, application site reaction.

Adverse Events Observed In Two Post-Marketing Safety Studies:
lnIhetwoposlmakeﬁngsaietystudies,GGSDMMMMdedmstmd&‘.aﬂdeaﬁmmceNeda
single dose of Venofer®. In the multipie dose study, 72% of the patients received up to 10 doses, 27% received between
11-30 doses and 1% recsived 40 to 50 doses of Venofer®, only serious adverse events and non-serious adverse events
considered by the investigalors to be drug relaled were collecled.
Mvuumnsrepmsdbyﬂ‘/-dtﬂ&Watedpab'emsmnfolm:emgmhesnmm.updswm
perversion.

L Y See and PRECAUTIONS.
lnmmma,mc.wmwwmmm,wmwwdunmm
itivity reactions g with dyspnea, rashes, or prurius,

pr . Store in original carlon a1 25°C (77°F). Excursions permitted 1o 15°-30°C (59°-86°F). {See the USP
controlled room temperature]. Do not freeze.

Starfie

NOC-0517-2340-01 100 mg/5 mi. Single Dose Vial Individuatly Boxed
NDC-0517-2340-10 100 mg/5 ml Single Dose Vial Packages of 10
Rx Only
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